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PE3IOME

0630p 13 Tpex COOBLLEHNIA MOCBALLEH UCTOPUYECKOMY Pa3BUTMIO KIIMHUYECKMX UCMbITAHWIA, KOHTPONMPYEMBIX NCMbITaHWIA (aHrn. controlled
trials, CT) n paHOOMM3MPOBAHHbLIX KOHTPONMUPYEMbIX WcnbiTaHnii (aHrn. randomized controlled trials, RCT), a Take BKMHOYEHWO 3TUX
MOAXO0L0B B AMCUMMNIMHBI, CBA3AHHblE CO 3A0POBbEM (MeanumHa 1 anuaemuonorus). B CoobuieHnn 2 npeAcTaBneHa XapakTepuctuka
13BecTHoN 6ubnmotekn James Lind Library (JLL) n cchopmupoBaHHON 6a3bl UCTOYHUKOB MO TeMe. OTMeYeHa MHTepHaUNOHaNbHOCTb JLL,
XO0Ts 60MbLUNHCTBO paboT U NPUHAANEXMT aBTopam U3 Benukobputanun. MHorue nccnegosanus no teme uctopum GT n RCT oTpakeHsbl
B ny6nukauusx JLL, HoO ocTatoTcs HeBOCTPEeOOBAHHbIMU, HE MEHAS 06LLENPUHATBIX BEX U NPUOPUTETOB. Kpome TOro, B CCDOPMUPOBAHHYIO
6a3y paboT BoLUAN 9 UccnefoBaHuMiA, He OTPaXKEHHbIX B JLL, 13 KOTOPbIX 3 NpuHUMAnanbHbl. LLecTb 13 HUx npusefeHbl B CO0OLLEHNN 2.

lMonoBuHa UcTopuyeckux Bex no Teme (Bcero 168) npuHapnexut Benukobputanun, 23% — CLUA, 4% — Utanun. OctanbHblie 19 cTpaH
(BpeBHNX, CPEAHEBEKOBbIX U COBPEMEHHbIX) BHOCAT BKNadbl B 0,6-3,6% (Poccus — 1,2% Kk XX B.). CaMbIM PaHHUM UCTOYHUKOM MO TeMe
uctopumn CT asnsetcs aucceptauna J.P. Bull (1951 r.). B cchopmupoBanHoii 6a3e Ha mionb 2020 r. Haxogunock 6onee 260 nybnukauui,
1 TONbKO 9 U3 HIX — PYCCKOA3bIYHbIE (2005-2018 rr.). B 6a3y Bowm 7 3anagHbix gucceptauuii no uctopum CT.

O6bekTom uccneaoBaHus CoobuieHns 2 aenanuch CT Kak TakoBble, 63 MOMbITOK PaHAOMU3AUUM W JaXKe KBa3UPaHAOMU3ALMM NyTem
yepefoBaHus (aHrn. alternate allocation). CchopmmpoBaHa Hambonee MNojHas TemaTudeckas Tabnuua no HepaHAOMU3NPOBaHHbIM CT,
BK/HOYMBLUIAS UCCNEAO0BAHNA 0T KuTaiickoro umneparopa Shen Nung (2373 r. 1o H.3.) 1 npopoka Jdaxuuna (VI B. 40 H.3.) A0 npuBuBkYu BLK
JeTam KaHagckux uHpenues (1941-1949 rr.). BoinonHeH nouck B PubMed Ha ‘non-randomized controlled trial’. Ins nepnoga 1990-2020 rr.
o6HapyxeHo 303 ny6nukauuu (8o 32 crateii B 2020 r.). CpasHutensHo ¢ RCT 4ucno Takux nccneposannii mano (oueHeHo B 0,08%), HO
BAXHO Hann4yne COOTBETCTBYIOLLEH KOHbIOHKTYPbI B COBPEMEHHbI NepuoA. MocKoNbKy 60MbLUNHCTBO MCMONb3YEMbIX HbiHE MpenapaTos
1 cpeacTB Tepanun paspabotaHbl 6e3 RCT, BbiiBNEeHHasA «6eccMepTHOCTb» CT Aaxke 6e3 KBa3mpaHLOMM3aUni MOXET UMETb COLMANbHOE
3Ha4eHMe B Tex cnyyasx, koraa HU RCT, HiM paxe kBa3u-RCT NpoBeCTM HEBO3MOXXHO, OJJHAKO 06LLECTBEHHO-COLManbHas He06X0AMMOCTb
TpebyeT Nony4eHNs XoTs 6bl NPUGIN3UTENBHOMO 0TBETA HA OCTPbIE BOMPOCH! M3 0611aCTK 3,paBooXpaHeHus (Hanpumep, B 2020 r.).

KIHOYEBBIE CJI0BA

NcTopust  3KCnepuMEHTANbHOM  MEAWULMHbI, KIMHWYECKWe WUCMbITaHWUS, HEpaHAOMU3MPOBAHHbIE W  HEKBa3WPaHOAOMU3NPOBaHHbIE
KOHTPONMPYEMbIE UCTbITAHUS.

Crartba noctynuna: 31.08.2020 r.; B popabotanHom supe: 12.04.2021 r.; npunaTa k nevaru: 17.08.2021 r.

KoHthnukT uHTepecos
ABTOPbI 327BAAIOT 06 OTCYTCTBUM HEOOXOAMMOCTM PACKPbLITUS KOHCOIMKTA MHTEPECOB B OTHOLIEHWM JAHHON Ny6nnKaLmum.

Bknap aBTopoB

Bce aBTOpbI cAenany aKBUBaNeHTHbIA BKNAL B NOATOTOBKY Ny6nukauuu.
®duHaHCcMpoBaHue

B pamkax 6onee wupokon 6rompketHoi Tembl HAIP ®MBA Poccun.

[ns uMtupoBanus

Kotepos A.H., TuxoHoBa 0.A., YweHkoBsa J1.H., buptokos A.M. IcTOpuUsi KOHTPOAMPYEMbIX UCMbITAHUIA B MEAULIMHE: peasibHble MPUOPUTETbI
Manion3BecTHbl. CoobiyeHme 2. OT paHHUX IKCNEPUMEHTOB A0 HalMX OHeil: 6e3 YepegoBaHus u paHaomusaunn. PAPMAKOSKOHOMUKA.
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History of controlled trials in medicine: real priorities are little-known. Report 2. From early
experiments to the present day: without alternation and randomization
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Russian State Research Center — Burnasyan Federal Medical Biophysical Center, Federal Medical Biological Agency (46 Zhivopisnaya Str.,
Moscow 123182, Russia)

Corresponding author: Aleksey N. Koterov, e-mail: govorilga@inbox.ru

SUMMARY

The aim of the three-report review is the historical development of clinical trials, controlled trials (CT) and randomized controlled trials (RCT),
and the inclusion of these approaches in health-related disciplines (Medicine and Epidemiology). Report 2 provides a description of the well-
known James Lind Library (JLL), as well as a formed database of sources on the theme. JLL was internationalized, although most of the
papers belong to authors from the UK. Many studies on the history of CT and RCT are reflected in JLL publications, but remain unclaimed
without changing on common milestones and priorities. Besides, the formed base of sources included 9 studies not reflected in the JLL,
of which three are principled. Six of them are given in Report 2.

Half of historical milestones on the theme (168 in total) belong to the United Kingdom, 23% to the United States, and 4% to the Italy. The
remaining 19 countries, ancient, medieval and modern, contribute 0.6-4% (Russia — 1.2% by the 20" century). The earliest source on the
history of CT is J.P. Bull’s dissertation (1951). The formed database as of July 2020 contained more than 260 publications, and only 9 of them
were Russian (2005-2018). The base includes 7 western dissertations on the history of CT.

The object of the Report 2 study was CT as such, without any attempts at randomization or even quasi-randomization by alternate allocation.
The most comprehensive thematic table on non-randomized CTs has been compiled, including studies from the Chinese emperor Shen Nung
(2373 BC) and the prophet Daniel (6" century BC), to BCG vaccination for children of Canadian Indians (1941-1949). PubMed search on
non-randomized controlled trial’ was made. For the period of 1990-2020 years, 303 publications were found (up to 32 papers in 2020).
Compared to RCT, the number of such studies is small (estimated at 0.08%), but it is important to have an appropriate conjuncture in the
modern period. Along with the fact that most of the drugs and therapies currently in use are developed without RCT, the revealed ‘immortality’
of CT, even without quasi-randomization, can have social significance, removing complexes and embarrassment in cases where neither RCT
nor even quasi-RCT is possible, but social and public needs require the immediate receipt of at least an approximate answer to hot questions
of public health (for example, in 2020).

‘
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1. BBE[IEHUE / INTRODUCTION

[TpeacTaBneHHOe MccrefoBaHKe, COCTOALLEe U3 TPEX COOOBLLEHNN,
MOCBSALLEHO MCTOPUN PA3BUTUS KOHTPONMPYEMbIX UCMbITAHUIA (aHTT.
controlled trial, CT) n paHAOMWU3MPOBAHHbIX KOHTPOMMPYEMbIX WUCMbI-
TaHmi (aurn. randomized controlled trial, RCT) B pasnu4Hbix 061acTax
MeULUMHbI, BKMOYasA [0Ka3aTeSibHY MeauuuHy (aHrn. evidence-
based medicine, EBM), un anugemuonorun. Takux MCCNeL0BaHWi
1 COOTBETCTBYIOLLMX NyOnuKauui, BKMOYas 0630pbl, MOHOrpadum,
anccepTauum, cTatbi 1 pasHble 3CCe Kak OTEYECTBEHHbIX, TaK U 3a-

py6exXHbIX aBTOPOB, 3a nepuo okono 70 net [1]" (npumeyanns npea-
CTaBMeHbI NOCNE OCHOBHOIO TEKCTA) HaKOMUIOCh MHOrO. CyLuecTByeT
3BECTHAA OHNaNH-6M6NMOTEKa, MOCBALEHHAA [LAHHOMY BOMpOCY:
James Lind Library (JLL, 3aun6ypr), ocHoBaHHas B 1998-2003 rr.?
lain Geoffrey Chalmers (oH e ommH n3 ocHosateneii Cochrane
Collaboration, Benuko6putanus) [10].

Ha nepsbiii B3rNsg KaXeTcs, Y4TO HOBOTO YXe CKasaTb HE4ero
1 NPeACTaBMEHHbIA 0630p Oy[eT OTpakaTb BCE Te XKe MepeyHn (He-
PeAKo B3ATble aBTOpPaMU-UCTOPUKAMU [PYr y Lpyra) OFHUX W Tex
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Y710 yxe U3BECTHO 06 3Toil TemMe?

» 1o uctopun KOHTponupyembix ucnbitaHuin (CT) 1 paHLOMNU3MPOBAHHbIX
KOHTponupyembix ucnbitanrmii (RCT) ¢ 1951 r. (amccepraums J.P. Bull,
AHIINA) MHOTO aHIMOA3bIYHON NUTEPATYPbI; €CTb OHMalH-6M6nnoTeka
James Lind Library (JLL, 3amH6ypr). OTe4eCTBEHHbIX WUCCNEA0BaHMIA
marno (9 B 6ase 13 6onee 260 UCTOYHUKOB MO TEME)

» OCHOBHblE BpeMeHHbIe Bexu 1 npuoputeTbl no uctopun CT u RCT B 06-
30pax, Noco6usx n y4e6HOM MaTepuane HbiHe He BCeraa CoOOTBETCTBYHOT
peanbHoCTy

» B pycCKOSI3bIYHbIX UCTOYHMKAX NPEACTaBNEHbl TOMKO KITO4YEBbIE BEXMU,
C Npomyckamu B uctopum gusaitHos CT v fp. B 0Te4ecTBEHHON nuTepary-
pe no uctopun CT n RCT umetoTcs ownbkmu

Y10 HOBOrO faeT cTaThs?

» Ha ocHoBe opurnHanos ny6nukaumi ¢ XIX B., 0630poB, JLL, nocobuit
1 OuccepTauuii BbINOMHEH cucTemMatuyeckuin 063op no uctopuu CT
n RCT: akcnepumeHThl 63 anroputma LeneHus Ha KOHTPOb U OMbIT,
C YepefjoBaHNEM (KBa3MpaHgommsaums) u pangomusaumen (RCT)

» 3noxeHa nctopus CT 6e3 KBa3MpaHAOMM3NPOBAHHOIO (MyTEM Yepe-
[0BaHus) 1 paHgomnauposanHoro (RCT) pacnpeaenesns y4acTHUKOB
KINHUYECKNX UCTbITAHNIA

» [poBefeH aHann3 MMpOBbIX UCTOYHNKOB Mo uctopun CT n RCT, KoTopble
BOLUMM B WHChOPMALMOHHYK 6a3y; MpeAcTaBneHa Hambonee nosHas
cBOJKa AaHHbIX ang CT

Kak 310 MOXET noBMATL Ha KNMHUYECKYH0 NPaKTUKY B 0603pumom byaywem?

» 06HapyXeHHOe Hannyne B MUPe [0 HACTOSALLEr0 BPEMEHM BCEX TPEX TUMOB
ausainHa CT (BkItoYas 0TCYTCTBUE PAHAOMU3ALMM U YEPELOBAHNE) MOXET
pacLuMpnUTb BO3MOXXHOCTM BbIMOMIHEHUS B 3KCTPEMAbHbIX CUTYaLUAX 06-
LLIECTBEHHO-HEOOXOMMbBIX 3KCMEPUMEHTOB, OTANYHBIX MO METOAUKE OT
1CcTUHHbIX RCT, KOTOpbIE N0 KAKUM-ING0 NPUYMHAM HEBO3MOXKHBbI

Xe Bex, CoObITUA, Noapo6HOCTEN M hamunuii. OAHAKO Halle Bpems,
KOr4a MHOXECTBO MepBOMCTOYHUKOB OLM(POBAHO (a FMABHOE, OHM
MOTyT 6bITb AOCTYMHbI), MO3BONSAET HE TOMbKO B3MNAHYTL HA UCTOPUIO
CT 4epe3 npuamy Hy>xux 0630p0oB, N0CO6MIA N MOHOrpadini, a B TOI
WAW UHOIA CTENEHN 0XBATUTb B3IMSA0M BECb FOPU3OHT OPUTHANOB 32
COTHM NeT. BONbLUNHCTBO NOAOGHBIX OPUTHANOB YXKe BOLIAW (hpar-
MEeHTamu B apXuBbl, Hanpumep B JLL, 1 4acTb uX yXe 06CyxeHa B 06-
30pax, Haxofawmxcs B aToi 6ubnmoTeke. Ho Takme apxuebl NOpon
3BECTHbI Mano, PaBHO Kak 1 aHanU3mpytoLme nx 0630pbl, HEPEAKO
OrPaHNYEHHbIE YaCTHbIMY BOMpocamit. K TOMy Xe He BCe JaHHble (cka-
XKeM, N0 ApeBHUM Nn60o cTapuHHbIM GT, paHHuM RCT) nonanm B JLL;
eCTb 1 Takne YMeCTHble UCCNej0BaHMs, KOTOPbIE TaM OTCYTCTBYIOT, —
HaM n3BeCTHbI MUHUMYM 9 NyHKTOB (Ha 2020 1.) [1, 11-18]%. KoHeuHo,
Ha (poHe nmetowmxes B JLL 6onee 1400 nctouHnkos (noHs 2020 r.)
9 OTCYTCTBYHOLLMX XPOHO-MYHKTOB KAXKYTCH HUYTOXHLIMM, HO, y4u-
TbiBaA MEXAYHAPOLHOE MOMoJSiHeHne GUONNOTEKN B TeYeHne 22 net
CUNamMM MHOXECTBA aBTOPOB, AXe Takoe AOMOJSIHEHME MPefcTaBNs-
eTCS 3HAYNTENbHbIM YCNEXOM (MpuyemM MCTOYHNKN [16-18], Kak ByaeT
BMAHO B COO6LLEHNN 3, MPUHLMMAANBHBI).

B CoobuueHnn 1 [8] 6bina cchopmynmpoBaHa criedytollas Lenb Ha-
CTOSILLEr0 MCCNEAOBAHMS: MPUBECTI CUCTEMATU3UPOBAHHbIE [aHHbIE,
Mo BO3MOXHOCTU B Haubonee MONHOM BW[E, BbISBUTb KOJMYECTBEH-
Hble 11 Ka4eCTBEHHble 3aKOHOMEPHOCTU MCTOpUYeckoro pa3sutus CT
n RCT Bkyne ¢ COOTBETCTBYIOLLMMU MOHATUAMU O COOTBETCTBYHOLLNX
TepmMuHax 1 gucuunantax. CoobuieHne 1 [8], yTodHsowee unocod-
CKOE 1 NCTOPMYECKOE Pa3BUTUE MOHATWIA, @ TaKXKe MECTO KOHTPONU-
PYEMOr0 3KCMEPUMMEHTA B MEAMLMHE W 3MUAEMUONOTNAN, OTBETUNO HA
BTOPY0 4acTb Ha3BaHHOW Lenu. CoobLueHne 2 HampaBieHO Ha 0CBe-
LieHne, 0606LLeHNe 1 aHanu3 COBCTBEHHO (DAKTUYECKOro Matepuana
Mo KNHNUYecKuM ucnbitaHuam n CT, HO TONbKO Ans uccnepoBaHuii 6e3

What is already known about the subject?

> The history of controlled studies (CT) and randomized controlled trials
(RCT) starts from 1951 (dissertation by J.P. Bull, England). There are
numerous English publications, the online James Lind Library (JLL, Edin-
burgh), and few Russian studies (9 out of 260 in the database on this
subject)

» The milestones and priorities in the history of CT and RCT in the reviews
and textbooks do not always reflect the reality

» Russian publications contain only the main milestones and lack the data
from the history of CT designs, etc. There are some mistakes in Russian
history on CT and RCT

What are the new findings?

> Based on original publications dated from 19" century, reviews, JLL,
guidelines, and dissertations, the authors conducted a systematic review
on the history of CT and RCT: experiments without algorithm of division
into the control and test groups, with alternate allocation (quasi-random-
ization) and randomization (RCT)

» The history of CT was presented without quasi-randomization (alternate
allocation) and randomization (RCT) of the participants of the clinical
trials

» The analysis of the worldwide publications on the history of CT and RCT
that were included in the database was performed. The most comprehen-
sive thematic table on CT was compiled

How might it impact the clinical practice in the foreseeable future?

> The revealed presence of all three types of CT design (including the lack
of randomization and alternate allocation) can expand the possibilities
to conduct socially required trials different from true RTC in extreme
conditions

NTOPUTMI3MPOBAHHBIX MOMbITOK CHOPMIUPOBATL PABHO3HAYHbIE TPYM-
Mbl KOHTPONS 1 OMbITA. AHANOTUNYHYI0 MHKDOPMALIMIO ANS KBA3WNPaHJ0-
mMu3npoBaHHbIx CT n RCT 3annaHupoBaHo npueecti B CoobLyeHnn 3.

2. UICTOYHWUKK NO NCTOPUK CT U RCT / SOURCES
ON THE HISTORY OF CT AND RCT

2.1. James Lind Library u ee astopbl / James Lind Library and its
authors

icTopuyeckne paboTbl N0 KOHKPETHBIM UCCNeS0BaHUAM U 0630pbI
9TOi 6MOMMOTEKMN, BbIMOHEHHbIE OHMAIH, KaK NPaBuUno, Yepe3 roj
1N HECKOMbKO Aay6nupytotcs ctatbamu B Journal of the Royal Society
of Medicine (Benuko6putanus). B nofo6HbIX Cry4asx Mbl NpeLcTas-
NSIEM CCbINKM TONbKO Ha XXYpHaNbHbIe Ny6AMKaLmu.

B JLL npucbInatoT CBOM HaX0AKM B NNaHe NPUOPUTETOB N0 TEM UMK
1HbIM MomeHTam B GT 1 RCT aBTOpbI U3 pa3nnyHbIX cTpaH. Hanpumep,
(buHCKUI nccneaoBatesib NPeACTaBUN AaHHbIe NP0 pacnpefenexne
XUPYPru4ecKUx MauneHToB MyTeM YepedoBaHWs U WUCMOMb30BaHMe
nnaue6o-CT npu oueHke apcpekta ctpodhaHTuHa B 1945-1947 rr.
[19]. Moao6HbIA NOAX0L He MOXET 6bITb Ha3BaH MUOHEPCKUM, HO Ba-
XKeH (haKT ero NPUMeHeHNs UMEHHO B PUHNAHAUM TeX feT.

WtanbaHckunit 0630p nocesaweH CT 1900-1937 rr. ¢ pacnpeaene-
HUEeM NyTEM YepeaoBaHNA MPU U3YYeHUN NPOTUBOMANSPUIAHBIX MEPO-
NPUATWIA 1 NpenapaTos B Tannu, U3BECTHON PacnpoCTPaHEHHOCTbO
aToro 3abonesanus [20]. [Jatckme aBTOPbI HACTaMBAKOT HA NPUOPUTE-
Te CBOEro cooTevecTBeHHMKa J. Fibiger B pangomusaumn («60nbLuoe
paH4OMU3NPOBAHHOE KIUHWYECKOE WUCCneoBaHue b0 NpoBeseHOo
ewle B 1898 r.»), x0T camu TYT Xe YKa3blBalOT HA pacnpefeneHne
no AHAM NOCTyn/ieHus naumeHtoB [21]. OTHOCMTENbHO Xe KOHKpET-
HO pacnpefeneHns 4epefoBaHWeM, 3TU aBTOPbl HAXOLAT WUCTOKM
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B paboTax gatckux uccnegosarenen ot 1877 m 1897 rr. (Tpaxeoto-
mus npu audtepun) [21]. CxoaHbIM 06pa30M aHMIMACKNIA aBTOP BU-
AUT B paHAoMM3aumMn 0T4acTi nmaepcTBo (pioneering) LoTnaHaumm
B 1936-1939 rr., ogHako n 34ecb, N0 €ro cnosam, UCMoJb30BaN0OCh
yepenoBaHue [22].

Wccneposarens u3 MHaum npeacrasun 8 JLL 0630p 0 6pUTaHCKOM
uHaniate N.H. Choksy, Ha3BaB ero «nmoHepom CT» 3a Tepanuto Yymbi
NOLUAJNHON aHTUCLIBOPOTKOM, 4T0 ¢ 1900 . npefycmaTpueano Yepe-
[0BaHue npu hopmmpoBaHum rpynn [23]4

Hugepnanackue aBtopsl npusenu B 1995 r. 6ubnuorpaduto pabot
13 CBOEro 0Te4ecTBeHHOro xypHana Dutch Journal of Medicine, kaca-
towmxcs paHHnx RCT (B 1948-1952 rr. 66110 BbIABNEHO 5 Takux CTa-
Teir) [25]. 9ta nybnnkauums, npasaa, B JLL 0TCYyTCTBYET — BO3MOXHO,
noToMy, 4TO Aaxe npef6u6nmoTeka nossunacs no3xe, B 1998 r. (cm.
MpuM. 2), HO aBTOPbI YNOMUHATCS.

OpHako npuBefeHHbIMY NPUMEPaMi, N0 BCEM NPU3HaKaMm, 1 ucyep-
NbIBAETCSH BECb MCCNE0BATENbCKNA MHTEPHALMOHAN, KOTOPbIA Ham
n3secteH no temam uctopum CT u RCT. bbin nposefeH nouck B JLL
Ha coyetanus “clinical trial’, ‘randomized clinical trials’ n ‘alternate
allocation’ (pacnpefeneHve YepefosaHnem). Pesynbratbl 0kasanuch
HEeCTabUNbHBIMM [1151 MONCKA JAXe C MPOMEXYTKOM B MeCsL (Mpnyem
npu 06paLLeHMN Kak 6bl N3 Pa3HbIX CTPaH, He TOMbKO U3 Poccum), 410

YKa3blBaeT Ha HeynoBNETBOPUTESIbHOE MPOrpammMHOe obecneyeHune
6n6nnMoTekn. TeM He MeHee Mbl nonaraem, 4To Hamu 6bin NpoaHa-
NN3UPOBaHbI BCE OCHOBHbIE UCTOYHUKI HA YKa3aHHble TeMbl Ha4UHas
¢ npeactasnienHoro B JLL nepnopa «go XVII 8.».

Mopasnsioliee 60NbLWMHCTBO BbISIBMIEHHbIX My6MAUKALUA COCTaB-
nAT paboTsl U 0630pbl U3 Benukobputanum. Ha BTOpOM MecTe, HO
¢ 60MbLWIM OTPLIBOM OKazanuch aBTopsl 13 CLUA. B Tabnuue 1 npeg-
CTaBJIEHO YMCNO XPOHO-MYHKTOB Ha CTPaHy B CHOPMMUPOBAHHOI HaMW
nonoopke no ncropun CT u RCT (He NCTOYHMKOB, @ UMEHHO MYHKTOB,
OTHOCALLMXCS K OTAESIbHbIM UCCNEA0BAHNAM N UAesM TakoBblX). To
e 6b1110 1 ¢ 0630pamm, 3HAYUTESIbHYIO Y4aCTb KOTOPbIX NPeACcTaBuN
paboTbl 0cHoBaTens 6mbnuoteku I.G. Chalmers, uctopuka anuaemmo-
norun n EBM, meanumHckoro ctatuctuka P. Armitage u B. Toth (Bce

— Benukobputanus), a Takxe T.J. Kaptchuk (CLUA), U. Tréhler (Lsei-
uapms), J.P. Vandenbroucke (HugepnaHabl) u 0TAeNbHbIe Ny6anKauum
Apyrux aBTOPOB.

2.2. OteyecTBeHHble pabotbl no CT u RCT B James Lind Library
U aucceprauunx Ha temy / Russian works on CT and RCT in James
Lind Library and in dissertations on the theme

Poccuiickas umnepus, CCCP u cospemenHas Poccns B JLL noytw
He npeacTaBneHbl. ECTb mMaTepnan 06 WUCCReaoBaHUM POCCUIACKOTO

Ta6nuua 1. 41cno XpoHO-NyHKTOB* Ha CTPaHy B NoA6GOPKe M3 Bex (uccnefoBanue, naes) no nctopun CT v RCT (¢ 2373 1. o H.3. o 1965 1), n (%)

Table 1. The number of chrono-points™ per country in a dataset of milestones (research, idea) on the history of CT and RCT (from 2373 BC until 1965), n (%)

Crpana / Counry

Yucno XpoHo-NyHKTOB /
Number of chrono-points

Benukobputanus / Great Britain

84 (50,0)

CLUA / USA

Wtanus / ltaly

lepmanus / Germany

®paxumsd / France

[anng / Denmark

Asctpus / Austria

Jlura Hauwia / League of Nations

Poccus (k Hayany XX B.) / Russia (by the beginning of the 20" century)

CpenHesekoBas lMepcus / Medieval Persia

LWeiuapusa / Switzerland

tOrocnasus / Yugoslavia

[OpesHsas Mpeuns / Ancient Greece

HOpesHsas Wyaes / Ancient Judea

[OpesHuin Kutaii / Ancient China

[pesHee MpuyepHomopse / Ancient Black Sea Region

KaHapa / Canada

Monbuwa / Poland

Pymbinug / Romania

CpenHeekosas Apmenus / Medieval Armenia

®OuHnanaus / Finland

®namaHgus / Flanders

Bcero / Total

168 (100)**

Tpumeyanne. * XpoHo-nyHKTbI COOTBETCTBYIOT rogam ony6nukoanus ngeu o CT/RCT nnn ux BeinonHeHns. ** OFHO NCCEA0BaHNE 0XBATbIBANIO [BE CTPAHBI.
CT (anrn. controlled trial) — konTponnpyemoe ncnvitanme; RCT (awrn. randomized controlled trial) — paHBOMU3NPOBaHHOE KOHTPONPYEMOE NCTIbITAHUE.

Note. ** Chrono-points correspond to the years of either the publication of the idea of CT/RCT, or their implementation. ** One study covered two countries. CT — controlled trial;

RCT - randomized controlled trial.
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O0630pHbIE MyOIMKALIMU

QApNRO3ROTONIRY

ypoxeHua Waldemar Mordecai Haffkine Tepanuu nowagmHoi aH-
TUCLIBOPOTKOIA YyMbl U X0Nepbl B VIHAMM, Npu4em C UCMONb30BaHU-
eM 4YepefoBaHMsa nauueHTos (ny6nukaums ot 1900 r. [26])°. 3atem
ynomuHaetcs pabota aHanoruyHoro ansaiHa B CCCP (B Bolshevo) ot
1937 r., CBA3aHHAsA C AeACTBUEM NPOTUBOMANSPUIAHBLIX NpPenaparos.
OHa BbINONHeHa noa armaoi Jurn Hauwii [28], HO Tak U HEMOHATHO,
KTO ee nposoaune.

Ewe B JLL paccmoTtpeHo wuccreposaHue 3dhdhekToB romeonatum
B Poccun npu Hukonae |, B 1829-1830-x rr. [29] (nogpo6Hee cm. fa-
nee), 1 310 BCe. Ha npakTM4eckoe OTCYTCTBME POCCUICKUX [aHHbIX
B Ha3BaHHO 6K6nnoTeke ykasbisana ewle B 2011 r. M.B. ABkceHTbeBa
B cBoeM 0630pe [30]. 3a npoLeswmnit Nnepuos HUYEero He N3MEHUNOCH.
Hawn nonbITKM HaWTU Kakue-nmbéo OTe4eCcTBEHHble PaboThbl MO paH-
HuUm CT ycnexom He yBeHYanucb, a Camoe paHHee, YTO onpenenuna
PubMed (‘random trial & soviet union’) — ato ctatbs no RCT Ha fBe
cTpaHnupl B «Bonpocax oHkonorum» 3a 1982 r. [31] u paHgomun3aupo-
BaHHOE MCCneAoBaHNe paano- n xumuotepanuu 3a 1983 r. [32]. Ecnu
60nee paHHWe paboTbl W eCTb, TO, BEPOATHO, OHW HAXOAATCHA NOKa
B HEBOCTPEOOBAHHbBIX BYMaXHbIX apxuBax. HUKaKuX AaHHbIX MO 0Te-
4eCTBEHHbIM MCCNEA0BaHNAM B auccepTaumsax no ucropun GT u RCT
(BCe 3anagHble) TaKxKe 06HaPYXEHO He Bbino’.

2.3. 3anapHble noco6us u 063opbl / Western manuals and reviews

bonee paHHue WCTOYHMKK No Teme, Yem pucceptaums J.P. Bull
(1951 r.) [1], Ham He u3BeCTHbI. 1, BEPOATHO, HE TONLKO HaMm: Ta-
KOBbIX He 6bINIO 1 B CMCKAX NMTEpATypbl Ny6ivKaunii Ha NCTopuye-
ckne Tembl Bokpyr GT u RCT. Hanpumep, B noco6un A.R. Feinstein
Clinical Epidemiology (CLUA, 1985 r.) [40] (aToT aBTOp CyuMTaeTcs
OAHUM W3 OCHOBaTenei [aHHOW gucuunnuubl [8]) ecTb rnasa, no-
cesauleHHas RCT, a B Hell — pa3gen no uctopun CT, roe aBTop NMLLET,
4TO OH «OMNUPancs B OCHOBHOM Ha YeTbipe NPeBOCXOAHbIX (excellent)
nctopuyeckux o63opa [11, 41-43]». 310 aBa o630pa 1954 r. —
J.H. Gaddum [11] u F.H. Green [41], 0630p J.P. Bull (1959 r.) [42],
BbIMOJIHEHHbIA MO ynoMuHaBLLenca aucceptauum [1], HO He ¢ Jo-
NOJSTHEHUAMMU, @ MOYEMY-TO C Kynopamu (CM. HUXe), U 0630p aB-
TopuTeTa B 06NACTK SNWUAEMWUONOTAA U KPUTEPUEB MPUYUHHOCTH
A.M. Lilienfeld (1982 r.) [43]. [Nepe4ncneHHble NCTOYHUKN BbINN HAM
JOCTYMHbI,

lMpu noaroToBke 0630pa U3 TPex COO6LLEHMIA HAMI NCMOJIb30BAHO:

— 13 3anagHbix nocobuit no EBM n knuHW4eckon annaemmnonorumn
(opuruHansl, 1977-2019 rr.), a Takxe 0koio 30 NOCOBUI TOMBKO MO
06LLen («knaccuyeckoi») anuaemumonorn (NpocMoTpeHo 60rblue,
HO MaTepuan He HaiifieH), He CYUTas W3LAHWIA MO CheunanbHbIM Ha-
NPaBNEHUAM YKa3aHHOro NpeamMeTa (TOXe OPUrnHanbl);

— 6 0630pos LA. Chalmers (HekoTOpble C coaBTOpamu, 1999-
2013 rT.); N3BECTEH 1 €ro NpeaWwecTBeHHNK Ha Temy uctopum CT ¢ Toi
xe hamunueir — T.G. Chalmers (0630p 1955 1.);

— 5 0630poB (1937-1990 rr.) A.B. Hill, ocHoBaTens meauLMHCKON
CTaTUCTUKM, CTOSBLUEr0 Y NCTOKOB NEPBOr0 KaHOHW3MpoBaHHOro RCT
(1946-1948 rr.) 1 Bnepsble CO6PABLUIETO eAUHbINA CIUCOK KpUTEPUEB
NPUYNHHOCTW AN 06CEPBALNOHHbBIX UCCNEA0BAHNIA («KpUTEpUM Xun-
na», nogpo6Hee cMm. B [8]);

— 4 0630pa P. D’Arcy Hart (6e3 coastopos, 1972-1999 rr.), 4neHa
CoBeTa No MeanUMHCKUM nccnefoBannam Benuko6putanun (Medical
Research Council, MRC), KOTOpbIii C paHHero nepuoga Kypupoasn
BmecTe ¢ apyrumn uneHamun MRC nccnepoBaHue achdekta cTpenTo-
MuLmMHa npu Ty6epkynese B 19461948 rr. n ap.;

— 4 0630pa (1971-2002 rr.) P. Armitage — cneumanucra no mMeau-
LIMHCKOM CTaTUCTUKE U3 BenmkobpuTaHnm, aBTopa MHOTMX TEKCTOB N0
ncTopun paspaboTki Kputepues npudnHHocTH  RCT;

—4 0630pa R. Doll (1982-2003 rr.), ocHosatens smecte ¢ A.B. Hill

ANNAEMUONOrMYeCKNX NOAXOAO0B NPU J0KA3aTENbCTBE Y4aLLeHNUs paka
NErKoro y KypuinbLUNKOB;

— 4 pa6ortbl B. Toth (uctopuk meguumusl n EBM), BKntoYas auccep-
Taumo [35] (1998-2019 rr.);

—4 0630pa T.J. Kaptchuk (oauH ¢ coasTopamu, 1998-2011 rr.);

— 3 o63opa S.H. Podolsky (gBa ¢ coaBTopamu, B TOM 4ucne
¢ T.J. Kaptchuk, 2008-2016 rr.);

— 3 pa6otbl U. Trohler (MCTOpMK MeaMUMHBI, OAHA C COABTOpPaMK,
1978-2015 rr.), Bknto4as guccepraunio [33];

— 3 pa6ortsl L. Bothwell (gBe ¢ coastopamu, 2014-2016 rr.), BKNtO-
yas aucceptauuio [38].

MHOXeCTBO Apyrux aBTOPOB TaKXe BHECNN CBOI BKNa B UCTOPUIO
CT u RCT (no 1-2 o630pa).

Bcero B Haweli 6a3e MCTOYHMKOB, KOTOPAs efMHa 419 OpUriHasb-
HbIX paboT 1 Ans 0630pos Ha Temy uctopun CT v RCT, Ha uionb 2020 T.
Haxogunocb 6onee 260 ny6nukauuii, U TONbKO 9 U3 HUX — PYCCKO-
A3bI4HbIE (He cyuTas elle 2 paboT no UCTOpuUM nnalebo, 4To nogna-
[aeT Mo VHYI0 Temy). AHMOA3bIYHbIX TPYAOB OT OTEYECTBEHHbIX aB-
TOPOB He 06HAPYXEHO.

2.4. OtevecTBeHHbIe CTO4HUKM NO ucTopun CT u RCT / Russian
sources on the history of CT and RCT

Cnmncok cnepytowmii (o4epefHocTb no baiecy: B COOTBETCTBUM
C HALUNM NOHUMAHWNEM 3HAYUMOCTM 11 BECOMOCTM UCTOYHNKA):

—0630p M.B. ABkceHTbesoit (2011 1.) [30];

—0630p H.W. bpuko u gp. (2012 1.) [46];

— uHTepeblo B.B. Bnacosa o EBM, ony6nukoBaHHOe OHNaiH
(2014 r.) [47];

- 0630p C.H. Bapwasckoro (2005 r.) [48] (aBTop pa6oTaet B CLLIA);

—0630p A. leTpeHKo Ha caitTe «<buomonekyna» (2018 r.) [49];

— martepuan ¢ canta «KnumHuyeckue uccnesoBaHns B PocCUncKoil
®epepaunn. LieHtp ncenegosanuii» (2007 r.) [50];

— cratb A.A. Cnacosa u M.B. YepHukoBa no ocHoBam EBM
(2007 r.) [51];

—noco6ue B.W. Cepruenko v 1.6. boHaapeBoi no cTaTMCTUKe B K-
HU4eckux muccnegosanuax (2006 r.) [52] (peakue ynomuHaHus cTa-
PUHHBIX KIMHNYECKNX UCTbITAHNIA);

—00630p B.B. Bacunenko no ncropun nnave6o (2012 r.) [53] (ynomu-
HaHue CT npopoka JaHuuna).

MomM1mO 3TOr0 MOXHO Ha3BaTb MOHOrpaduto M. TanaHTosa no Jo-
KasaTenbHON MefuLMHe, B KOTOPOW NOAPOGHO U XMBO OMUCAHbI pas-
Hble ONbITbI TUNA Tepanuu LuHr xupyprom J. Lind 8 XVIII B. [54]. Mbl
JaHHbIA UCTOYHUK HE MCMOMb30BanM, MOCKOMbKY OH BbITMALUT CAMLL-
KOM Hay4YHO-NONYNSAPHbIM (He pacCTaBMeHbl CCbIKN U T.4.).

OTaenbHble CBEAEHNS HABEPHSAKA HANLYTCH TaKXe B Pa3NNYHbIX
0TEYECTBEHHbIX N0COOMAX ANS MEANLMHCKUX BY30B B pas3fenax no
MCTOPWI MEMLMHBI, HO 3TO, 04EBUAHO, OYAYT eAMHUYHbIE N HaM60-
nee «CTaHLAPTHble» (DAKTbl U Bexu. Hanpumep, onbIT J. Lind yno-
MUHAeTCs B N0CO6UN No KnuHudeckum ucnbitaduam 0.1, Menuxosa
(2013 r.) [55].

Mo>XHO BMAETb, YTO Mbl MOMbITANINCL COBPATL HA PYCCKOM fi3blKe
BCE, 4TO BO3MOXHO, BKNOYAs MOMYNonynspHble Matepuansl OHNAH
(4ero 1S aHr0A3bIYHBIX UCTOYHUKOB HE JONYCKanK), ULWb Obl Tam
GbInn cCbiNKK. BeHOCTb 0TEYeCTBEHHOI MOAGOPKM YKa3blBAET Ha
aKTYyanbHOCTb MPOBEAEHHOr0 HamMi MCCNefoBaHNs, XOTH, KOHEYHO,
CWIbHO JEeTanM3NPOBaHHbIA U NOAPOO6HBIA aKafeMn4ecknii MOAX0A
(kak ana Cochrane Reviews), a Takxe [OCTYMHOCTb MPAKTUYECKM
BCEX OCHOBHbIX MCTOYHUKOB B OpuruHanax 06yCNOBAMBAKT OYeHb
60nbLLOI 06bEM 1 TPYAHOCTI NPU 03HAKOMIEHWN ¢ MaTepuanom. Ho
ynpowiatb 0630p He NpencTaBnAnoCh LienecoobpasHbiM, NOCKOMbKY,
KaK y>xe roBOpUSIOCh, YNPOLLEHHbIX 0630p0B 1 663 TOr0 JOCTATOYHO.

GAPMAKOIKOHOMUKA. CospemenHas ®apmakoakoHommnka u ®apmakoanuaemuonorus. 2021; Tom 14, No 3
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2.5. OpurunanbHble paéotbl ¢ gusaitnom CT u RCT / Original works
with CT and RCT design

B 60MbLUMHCTBE CNYy4YaeB yaanocb co6patb NepBONCTOMHUKIA NCXOA-
HbIX UcCneaoBaHuii ¢ Havana XX B. (B dpopmare PDF). OcHOBHble 13
HUX npefcTasneHbl B JLL, NpenmyLLecTBEHHO YacTU4HO, (parmeHTa-
MW, 1 MHOTAA 3TUX JaHHbIX 6b110 HegocTaTo4Ho. imenuch Takxe PDF
0TAenbHbIX pa6ot XIX B. (1878-1899 rr.).

B Tabnuue 2 npeacTaBneHa CpaBHMTENIbHAs MOMHOTA OXBaTa Xpo-
HO-MYHKTOB W3 Halleil nMoA6G0pKM marepuanamu JLL M WU3BECTHbIX
ancceptauuin no uctopum GT n RCT. U3 Tabnuibl BUAHO, YTO Halla
nof6opka Ha Temy Mo MOJIHOTE MpeBblllaeT marepuans! JLL n guc-
cepTaunii (XoTs NPUMEHUTENIbHO K CTOSTb 06LLUPHON 61BIMOTEKE, KaK
JLL, Henb3q roBoputh, 6YATO OHA OTIMYAETCH MEHbLUE MOSHOTON).
[uccepraumm e B OCHOBHOM MOCBALLEHbI PA3BUTUIO MEAULMHCKUX
3KCNepuMeHTOB B BenukobputaHun (3a ucknodeHnem [1, 42]), Ho,
KaK CKa3aHo BblLle (CM. MPUM. 7), B HUX 06HAPYXUBAKTCA LaHHbIE
1 ANs ApYrux CTpax.

MoXHO 06paTUTb BHUMAHWE TaKXKe Ha YNOMSHYTYIO paHee yce-
4eHHOCTb 0630pa J.P. Bull (1959 r.) [42] cpaBHUTENIbHO C €ro No4Tu
ayTEeHTUYHOW auccepTauumeit [1] (cm. Tabn. 2). B yactHocTw, B 0630pe
no4Yemy-To OTCYTCTBYeT AaXe ynoMuHaHue npo uccneposanue MRC
1946-1948 rr., HasblBaeMOe «3noxanbHbIM», 3 eKTa CTPenTOMULM-
Ha npu Ty6epkynese [5] (paccmoTpeHo B CoobLleHnn 3), X0TH B AnC-
cepTauuu [1] aTa paboTa u 6bina npeacTaBneHa.

3. CT bE3 3AIOKYMEHTUPOBAHHbIX MOMbITOK CAENATb
CONOCTABUMbIMU rPYNIMbl KOHTPOJIA U OMbITA:

OT IPEBHOCTW 10 HALLUEr0 BPEMEHW / CT WITHOUT
DOCUMENTED ATTEMPTS TO MAKE CONTROL AND
EXPERIENCE GROUPS COMPARABLE: FROM ANTIQUITY TO
OUR TIME

3.1. BeposTHble NpeanocbIKK B aoucTopuyeckuii nepuop / Probable
prerequisites in the prehistoric period

FICHO, 4TO HabMAEeHNA APEBHUX NOLel 3a aDeKTamm, Hanpumep,
TeX UMW WHbIX PACTEHUA NNOBO Ne4eOHbIX/MArnyecknx MaHunynsunit
JO/MKHbI ObIIM NpeflycMaTpuBaTb CPaBHEHUe, T.e. KOHTPOb — WAu
«ICTOPUYECKMI» (4TO ObINO PaHbLUE?), UK Ke OBHOBPEMEHHbIN, KOr-
[2 UMENoCb HECKONbKO CYObEKTOB C MOXOXWUMU NPU3HAKamMu Hepo-
MOraHNs Uy paHenus. Moao6HbIe paccyXXaeHns 0 APEBHUX NCTOKAX
CT BcTpeTunuch B page nybnukauuii. 3ToT Matepuan LenecoobpasHo
npeacTaBuTh B BUAE NMOMHBIX UWTAT BCAEACTBIE PEAKOCTU, HO NOMes-
HOCTW NOA06HbIX BECOMbIX CCbINIOK.

«“Hactan feHb, Korga npenapatbl 6biiv NPUrOTOB/IEHbI U LaHbl
6e3 3aK/MHaHWIA, N 3TO ObINO BPEMSA, KOr4a Marus W MeguuuHa pas-
Jenunuch” [56]. BO3MOXHO, Y4TO HEM3BECTHbLIA Y€N0BEK, KOTOPbIN
nepBbIM BBOAWA PACTUTENbHOE CnabuTenbHOe B Ne4ebHbIX Liensx 6e3
3aK/NHAHNS, 1 HEM3BECTHBIA Yes10BEK, KOTOPbIA NMPOrNoTII ero, 6biiun
AKTUBHbIMW 1 MACCUBHBLIMI Y4aCTHUKAMU NUOHEPCKUX KITMHNYECKNX
uccnefoBaHuin» [41]°.

«ECnn cMOTPETb C MUHUMANUCTCKOA TOYKW 3PEHUs, HEKOTOPbIe
BEPCUM KOHTPONMPYEMOr0 KAMHUYECKOr0 MCMbITaHUS CYLLECTBYIOT
yXKe Tbicsym neT>» [57]'° (npounTtupoBaHo B 0630pe [58]').

«Ha MpoTsSXKeHWN BCEW WCTOPUM 4en0oBEYecTBO CTpagano 0T 60-
ne3Helt 1 NbiTanoch pas3paboTatb METOLbl NEYEHUs UK 06MervyeHns
CTPadaHuii. 37O xenaTeNibHas Liefb, U TaKXKe XKenaTenbHO 3HaTb, Ka-
Kne MeTOAbl NeyeHns paboTatoT, a Kakne HeT, U ABNSETCA M OAHO
NeYeHne NyyLle ApYroro... HeKOTOpble U3 3TUX BONPOCOB [OBOMLHO
NpOCTbI, HO MO CYTI OHYU NpeAcTaBnstoT cobon RCT» [59]'2.

«Ha cambIX paHHMX 3Tanax CBOEro CyLLeCTBOBAHUS 4esI0BEYECTBO

NPUMEHANO ANS NEYeHUs pAS NPOCTbIX, MHCTUHKTUBHBIX LENCTBUNA,
XapaKTEPHbIX TaKXXe 11 NOBELEHUS BbICLUNX XUBOTHbIX. OfHW Aeli-
CTBUS MPUHOCWAW MEPBOBLITHOMY 4eNoBeKY Nomb3y U o6rervanu
ero cTpafaHus, apyrue 6biin 6eCrnosie3HbIMU UK HAHOCWUSIN BPEA...
B panbHerilem 0T NpoCTOro HabMtOLeHWS 4YenoBeK nepeLlen K Ha-
npaBneHHOMY NMOUCKY HOBbIX, 60/1ee 3P{EKTUBHLIX METOLOB JIE4eHNs
NyTeM NOCTaHOBKM GECYMCNEHHOr0 KOSIMYeCTBa Npo6 W aKCnepumMeH-
TOB» [99].

3.2. Camoe ppeBHee BO3MOXHOE KNMHUYECKOe ucnbiTaHue (Kutai,
lll Teica4eneTue go H.3.) / The oldest possible clinical trial (China,
the 3" millennium BC)

06b14HO Kak camoe nepeoe npusoauTcs CT n3 KHUrM npopoka [a-
HUMNa (HWXe), 0AHAKO B HECKOMbKNX UcTo4HMKax [11, 60, 61] BcTpe-
TUNOCb YNOMUHAHWE O KIMHWYECKUX WCCNEeA0BaHWUAX npennonarae-
MOr0 «0TLa» KUTACKOW MeAMLUHBI, NONyMUMUYECKOro umneparopa
Shen Nung (2373 r. go H.9.). ViccnefoBaHus 3aknoyanuch B onpeae-
nenun achdpekTa 9408 ¢ ansaitHom N-of-1, T0 eCTb Ha eJUHCTBEHHOM
ncnbiTyeMom — Ha cebe [61]. Shen Nung, HecmMOTpst Ha OTCYTCTBUE
JOKYMEHTOB [ TOr0 nepuoja (eCTb TOMbKO apxeonornyeckne cBu-
[eTeNnbCTBa — CM., K npumepy, 5C3), Ha3BaH TakXxe B MOHOrpagusx no
UCTOPUI MEANLMHBI NPEXHNX AeCATUNEeTNIA [62].

B JLL panHbix npo Shen Nung He 06Hapy»eHo.

B nocobun no knuHuyeckum uccneposanuam 0.1, Menuxosa
(2013 r.) [55] ckazaHo: «CambIM JpEBHAM JOKYMEHTOM, COAEPXKALLMM
CBE/IeHNS 0 NIEKAPCTBEHHbIX CPEACTBAX, CYUTAIOT “KHUTY NpUroToBne-
HISA NIeKapCTB Ans BCeX 4acTen Yenoseyveckoro tena” (Kutait, 3500 r.
[0 H.3.). Torfa »e BO3HUKNU 1 NPO6/eMbl NPOBEAEHUSA KNUHUYECKNX
UCMbITAHWIA, KAK HPABCTBEHHOIO, TaK U HAY4HOr0 XapakTepa».

OnHaKo 3TO He KWTaicKas KHWra, a 3HaMeHWUTbI eruneTckuin «na-
nupyc d6epca» (Ebers), npudem He noxe XVI B. f0 H.3. (CM. [62]
unu BM3). 1 Bpsg nm 5,5 ThiC. NeT Ha3af MOTM BO3HUKHYTb KaK1e-To
npo6nieMbl NPU KNUHUYECKNUX UCMbITAHUAX (BCeLCTBUE npobreMa-
TUYHOCTI CaMUX UCMbITAHMIA).

3.3.CT B knure npopoka [Januuna (VI B. go H.3.) / CT in the Book
of Prophet Daniel (6™ century BC)

Bnepsblie 3TOT onbIT Hasgan, cyas no Bcemy, Abraham Morris
Lilienfeld (CLLIA), n3noxuB ero B cBoeM 0630pe M0 3BOMKOLMM KN~
HUYecknx ucnbitannii (1982 r.) [44]. Mbl Hawnu 6onee paHHee yno-
MWHaHWe npopoka [Janumna B UTanbsHCKON MOHOrpadoun no UcTopum
meauumnHbl 32 1936 1. [62], Ho pedb wna He 0 CT, a 06 MH(EKLUMOHHbIX
3200M1€BaHNAX, HA3BAHHbIX B YKa3aHHOI KHUTe.

HecmoTps Ha 32 M3BECTHbIX HAM [PYrux UCTOYHWUKA MO UCTOPUM
CT, B TOM 4ucne nocobuit, B KOTOPbIX PaccMaTpUBAETCS/yNnoMUHAET-
€S AaHHbIN 6UONENCKNIA IKCTIEPUMEHT (M3 HUX 7 paboT — POCCUICKME
[30, 46-50, 53]), HM 0aHa ny6nuKauus He ABNSeTCS 60ee paHHei
(1985-2018 rr.), HO TONbKO B 2 paboTax [36, 63] eCTb CCbINKa HA TPYL,
A.M. Lilienfeld [44]. B ocTanbHbIx cryyasx ccbinatotcs nm6o Apyr Ha
npyra, nn6o Ha Betxuit 3aBeT, NGO HM HA YTO.

3a nogpo6HocTaMU faHHOro GT Mbl OTCbiNaeM Mo KpaiHenl Mepe
K poccuiickum ny6nukaumam [30, 46-50] (8 [53] ToNbKo ynomuHaHme)
N M3NOXMM 3LeCb NNULb KPATKYH CyTb: 4TOObI N36€XaTb penurunos-
HOM Npo6niemMbl C MWLLEA, NMOCTAaBNSAEMO Lapem-3aBoeBatesieM Ha-
BYXOZOHOCOPOM, NMPOPOK [aHuun npeanoxun CpaBHUTb COCTOAHNE
3/10p0BbSA B [BYX rpynnax MonoAbIx Nojen, Kotopble B TedeHne 10
[Hel noTpebnsany nmbéo MACO M BUHO C LAPCKOWA KYXHW, KakK Beses
Lapb, 160 KOLIEPHY Ny 13 60608 1 BOAbI. OBHAPYXXNNOCh, YTO
BO BTOPOIi rpynmne 30p0OBbE Ny4LLe.

9TOT ONbIT, ONNUCAHHbIA B Brbaum, B 1990-x rr. 6b1n pasobpaH 6yk-
BaSIbHO MO AeTansM UCXOAA 13 npasun BbinonHeHus RCT [64, 65].
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Tabnuua 2. OxBat XpOHO-NYHKTOB 3 NOJ6OPKM HACTOALLIEr0 UccneoBaHus MaTepuanami James Lind Library v n3BecTHbIX 3anafHbIx aucceptauuii no uctopun GT u RCT, %

Table 2. Coverage of chrono-points from the dataset of the present study by James Lind Library materials and well-known western dissertations on the history of CT and RCT, %

Ho XX 8./ Before | XX B./20" 3a Bce Bpems /

LA LLG N the 20" century century For all the time
HacToswee uccnenosanue / The present study 100 100 100
James Lind Library (08.06.2020)* 86 95 92
J.P. Bull (1951), dissertation thesis [1] (History... of clinical therapeutic trials) 43 15%* 25**
J.P. Bqll (1959), reV|e\'N.[42] o 39 19k 20***
(The historical... of clinical therapeutic trials)
U. Tréhler (1978), dissertation [33]
(‘...British medicine and surgery, 1750-1830...") 18 0**** 18
Becb nepuog / The entire period
U. Tréhler (1978), dissertation [33] B B 57
(...British medicine and surgery, 1750-1830 with...) 1750-1836******
D. Cox-Maximov (1997), dissertation [34]
(...Clinical trial in Britain, 1910-1945) 8 12 11
Becb nepuop / The entire period
D. Cox-Maximov (1997), dissertation [34]
(“...Clinical trial in Britain, 1910-1945") - - 16
1910-1945
B. Toth (1998), dissertation [35]
(Clinical trials in British medicine 1848-1948...) 12 13 13
Becb nepuog / The entire period
B. Toth (1998), dissertation [35]
(Clinical trials in British medicine 1848-1948...) - - 15
1848-1949
M.V. Edwards (2004), dissertation [36]
(Control and the therapeutic trial, 1918-1948) 14 17 16
Becb nepuop / The entire period
M.V. Edwards (2004), dissertation [36]
(Control and the therapeutic trial, 1918-1948) - - 17
1918-1948
K.J. Williams (2005), dissertation [37]
(British... clinical testing of novel drugs 1895-1939) 4 11 9
Becb nepuog / The entire period
K.J. Williams (2005), dissertation [37]
(British... clinical testing of novel drugs 1895-1939) - - 11
1895-1939

Tpumeyanne. * [1puBeAeHHbIE JaHHbIE HE CBUAETENbCTBYHOT 0 MEHbLLE N0HOTE James Lind Library cpaBHUTEbHO C HALLUMM UCCIE[0BaHNeM. XOTS MOUCK B yKa3aHHOM 6nbnoTexe

Y NPOBOANAICA YIITYBIEHHO, HEJb3S UCKITKOYNT, YTO B HEV UMEIOTCS HEU3BECTHbIE NCTOYHNKN U3 MPONYLLEHHbIX Hamu. ** K 1951 r. *** K 1959 r. **** Ynomuxaxnii He HaieHo, Tak kak
uccnenoBanme, cyas 1o Bcemy, orpaHnyeHo XIX B. ****** [luanazoH paciuvpen 4o 1836 r., nockosbKy nocnegHui n3 ynommHaembix B pabote UCTOYHNKOB (U3 POaHann3npoBaHHbIX
Hamu) gatnposar aTum rogom. CT (aHrn. controlled trial) — koHTponnpyemoe ncnbitanne; RCT (anrn. randomized controlled trial) — paHBoMWU3npoBaHHOE KOHTDONNPYEMOE UCIbITAHME.

Note. * The presented data do not indicate a less comprehensive James Lind Library compared to our study. Although the search in the specified library was carried out in-depth,
it cannot be ruled out that it contains relevant sources from the ones which we missed. ** By 1951. *** By 1959. **** No references found, as the study appears to be limited
to the 19" century. ****** The range was expanded until 1836, since the last of the sources mentioned in the work (from our analysis) is dated this year. CT - controlled trial;

RCT - randomized controlled trial.

Mo yacToTe ynoMuHaHUs B NcTo4HMKax no uctopuun GT u RCT onbIT
npopoka [aHnuna HaxoguTcs Ha TPeTbeM MecTe — nocne o6Luenpu-
HATOW Bexn ocHoBaHus RCT B 1946-1948 rr. (achchekT CTpenTomm-
umHa npw ty6epkynese) [5] u onbita xupypra J. Lind 8 XVIII B. [9].
(KonmyecTBeHHbIe AaHHbIe N0 PacMpPOCTPaHEHHOCTH B uTepaType no
EBM u anungemuonorum Hanbonee n3BecTHbIx Bex uctopum CT u RCT
HameyeHo npusecTn B CoobLeHum 3.)

3.4. UcTopus CT 6e3 yepenosanusa u panpgomusaumu / History of CT
without alternate allocation and randomization

CBoAKa COOTBETCTBYHLIMX [aHHbIX MpeacTaBneHa B Tabnuue 3.
[epBOUCTOYHUKI APEBHUX U CTApUHHbIX PaboT, 3a MaNbiM UCKIIH-

YEHWEM, He NPUBOLATCA: UX MOXKHO HaiTW B LUTUPOBAHHbIX 0630pax
nJLL.

LinTnpoBaHHble B TabnuLe 3 paboTbl B3ATbI U3 HaLLel 6a3bl JAHHBIX.
BupHo, 4to 6a3a oxBatbiBaet nepuog c Il ThicayenetTna Lo H.3. 4o
1941-1949 rr., oT 2008 Nonymudnyeckoro umneparopa Kutas Shen
Nung o npusuBkn BLPK pneTam kaHapgckux nHpenues. Vimeetcs, 0A-
Hako, npo6en 3a 89 net (1830-1919 rr.), X0t ACHO, 4TO 1 B TO BPEMS
NPOBOAUINCL HEPAHJOMU3UPOBAHHbIE W HEKBA3UPaHAOMU3UPOBAH-
Hble (ncesfopaHaomMu3nposadHble) [107, 108], T.e. ¢ pacnpepeneHu-
em 4epefoBaHuem (aHrn. alternate allocation) [7, 40, 60, 109-111]"")
UCMbITaHNS. BOMBLIMHCTBO PabOT BbINOSIHEHO AHMTUACKMMI aBTOPAMMU,
1 BPAZ SN MOXHO OTPULATL JaHHbIA ()aKT B KQ4€CTBEHHOM CMbICIIE.

®APMAKO3KOHOMIIKA. Cosp o] )3KOHOMMKA 1 DapMaK(

norus. 2021; Tom 14, Ne 3
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Table 3 (beginning). Clinical trials without attempted randomization: from previous millennia to today*

ABTOp (cTpaHa) / Al
Year/ CyTb uccnepoBanus / Summary Ccbinku / References
Author (country) Century
mnepatop Shen Nung 2373r. dhhekTbl 9408 Ha ogHOM naumeHTe (‘N-of-1 CT’ [66]) — Ha cebe (11, 59-61] (8 JLL

[aHHbIX He HangeHo) /

Ambroise Pare (France)

(standard therapy), the surgeons took a mixture of spirits of
turpentine, egg yolk, and rose oil. An improvement of results was
observed in comparison with other surgeons'™

(Knan) /.Emperor Shen OO H.O./ Effects of poisons on one patient (‘N-of-1 CT’ [66]) — took poisons [11, 50-61] (no data in
Nung (China) 2373 BC | himself
JLL)
Mpopok Oaxuun, Vi 8. CT no adpdpektam Ha 340p0OBbE MSCHOIO U KOLLIEPHOrO [30, 40, 44, 46-50, 53,
Betxuit 3aBet / [0 H.3./ | (BeretapmaHckoro) nutaHus 64, 65] (n pp.)** /[30,
Prophet Daniil, Old 16" century | CT on effects of meat and kosher (vegetarian) diet on human 40, 44, 46-50, 53, 64, 65]
Testament BC health (etc.)**
Liaps Arran Ill (Mlepram, 138-133 rr. | ekl 8808 HA npecTynHukax (‘a kind of reversed clinical trial [1, 42] (8 JLL aHHbix He
: JoH.a./ | [1,42]) o
Manas Asus) / King Attalos . . - o - HangeHo) / [1, 42] (no
T 138-133 | Effects of poisons studied on criminals (‘a kind of reversed clinical .
[l (Pergamon, Asia Minor) . data in JLL)
BC trial’ [1, 42])
Llapb Mutpugar VI EBnatop | 117-63 rr. dhcbeKTbl AA0B U AHTUAOTOB Ha opHom naunente ('N-of-1 CT [1,42,62] (B JLL panHbIx
: I [66]) — Ha cebe 9
(MoHT) / King Mithridates 0 H.9./ : ) . . , He HaingeHo) / [1, 42, 62]
Effects of poisons and antidotes on one patient (‘N-of-1 CT" [66]) .
VI Eupator (Pont) 117-63 BC ) (no data in JLL)
— took the substances himself
A6y bakp Myxammag Tepanus KpoBONyCKaHWeM NpY MEHUHIUTE: NPeLycMOTpeHa
ap-Paau ([Mepcus) / KOHTPOMNbHAA rpynna cpaBHeHus (60MbHbIE 63 KPOBOMYCKaHNA)
Kitab al-Hawi fi al-tibb 860-932 Bloodletting therapy in patients with meningitis: control group of [1, 39, 42, 60, 67]
al-Razi — Rhazes (Persis) comparison (patients who did not undergo bloodletting)
B i «KaHoH Bpa4e6Hoil Hayku» (1025 r.): MeTod TeCTMPOBaHUA
f\;;"”f::)a/ A\'j'i?::nfl';”_a 0a0_1037 | 7EKADCTE. T10ADOGHO 6 [49, 68, 69" [1, 36, 41, 42, 49, 51, 52,
Ibn %ina (Persis) “Cannon of Medicine” (1025): methods of medicines testing. 68, 69, 71]
In detail in [49, 68, 69]"
Mucbmo K. BOKKa440 ¢ paccyxaeHusmm runoTeTUYeckoro Bpaya
0 HE06XOAMMOCTM NPU NIEKAPCTBEHHON Tepanuu napaniesbHoi
®. MNetpapka (Artanusq) / 1364 rpynmbl KOHTPONS (6€3 NeKapcTs) [39, 40, 46, 49, 50, 57,
F. Petrarca (ltaly) A letter from G. Boccaccio with a hypothetical doctor discourse on 67, 72]
the necessity of the control group (without drugs) in the
pharmacotherapy
XV 8. (0 Mo nerexpe: 06HapYXMB, 4TO CBUHbY, CbEBLLUME CYpbMY,
q raLueK pactonctenu, 6eHeUKTUHEL UrymeH 6pat basunuo nogmeLuan
‘ y MOHaxaMm ee B nuLly (Ce6s Xe, Kak CKa3aHo B [74] (LMTMPOBAHO Mo
—1460r. [1,13,41,42,73, 74]
. | [41]), «myapo octasun koHTponem»). MoHaxu ymepinu BcneacTsne
[73]) /15! o (B JLL faHHbIX
bpar basunuo (basapus) / centur HOT0 MeTabonm3ma CypbMbl, 4eM Y CBUHEI HE HaligeHo) /
Brother Basilius (Bavaria) y Anecdote: Benedictine Brother Basilius noticed that a pig that ate A
(according oy . [1,13,41,42,73,74]
stibium got fat. He added stibium to the meal of other monks (he .
to J. Hasek hi P . . (no datain JLL)
_ 1460) imself [74] (quoted by [41]), “was wise to leave himself as a
73)) control case”). The monks died because their metabolism differed
from the pigs’
B TpakTate «HeHyxHoe Ans Heyyeli» [75]: cemb yCroBui npu
Amunpposnar Amacuaum CMbITaHUM NPenaparos (nepe4ucneHsl B [52, 75]). Moxoxun Ha [52, 75] (B JLL pauHbIxX He
(Apmenns) / 1478-1482 | nonoxeHns ABULEHHbI HangeHo) /
Amasiatsi (Armenia) “Useless for ignoramus” [75]: seven conditions during the trials [62, 75] (no data in JLL)
of medicines [52, 75]). Similar to Avicenna’s statements
BoeHHas xupyprus. HoBas Tepanus paH: BMECTO KUMsLLero macna
(Mo «cTaHpapTy»), KOTOPOE 3aKOHYMNOCH, GbiNa B3iTa CMECh
13 CKNNNZApa, SUYHOr0 XeNTKa 1 po30Boro macna. CpaBHUTeNbHO
Am6pyas Mape (OpaHuus) C Tepanuen y Apyrux XMpypros Habnaanoch ynyyiieHne'™ [1,7,35, 36, 40-42, 49,
Ambroise Pare / 1537 Military surgery. New therapy of wounds: instead of boiling oil 50, 58, 59, 61, 67, 69, 71,

76, 77]
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Tabnuua 3 (npogomkexue). KnuHuyeckue NcnbiTaHus 6e3 nonbITOK paHAOMU3ALMM: OT NPEXHUX ThICSAYENeTIA A0 HALLINX AHEeR*

Table 3 (continuation). Clinical trials without attempted randomization: from previous millennia to today*

ABTop (cTpana) /
Author (country)

Topbi/Bex //
Year/
Century

CyTb uccnepoBanus / Summary

Ccoinkun / References

James Lancaster
(Benuko6putanus) /

Bo Bpems nnaeaHns dnota OcT-WHACKOA KOMNAHUM KanuTaH

J. Lancaster Ha donarmaHe «KpacHblii JpakoH» JaBan KoMaHae
eXXe[JHeBHO NIMMOHHbIA COK. Ha Magarackape 3anaccs
anenbcmHamu. ToNbKo Ha conarmane He 6b1710 CMEpTEeN OT LMHIK
(Ha ocTanbHbIX Kopabnsax — 45% [78])

James Lancaster 1601 During the sailing trip of the East India Company fleet, captain [1, 42, 78-80]
(Great Britain) J. Lancaster of the flagman “Red Dragon” ordered to give his crew
lemon juice daily. On Madagascar, he made a reserve of oranges.
There were no cases of death from scurvy on his ship (on other
ships, it was 45% [78])
He CT, HO nepBoe ynoMuHaHNe 0 NIaTHOM 3KCMEPUMEHTE:
Diarist Samuel Pepys JHeBHUK ynHoBHMKa D.S. Pepys. Mepenusanue KpoBM 0OBLbI [1,15,42,49] (B JLL
(Benukobpuranus) / 1667 mMapruxany (no-BuaMMoMmy, BbIKWIT) [aHHbIX He HangeHo) /
Diarist Samuel Pepys Itis not a CT but the first record of a commercial experiment: [1,15, 42, 49] (no data
(Great Britain) a diary of a civil officer D.S. Pepys. It was a transfusion of blood in JLL)
from a sheep to a marginal (seems like he survived)
HesannaxupoBaHHbIn akcnepumeHT N-of-1 xupypra kopons
Kapna II: yepeoBaHMe Kpy>eBHbIX (MPOMUCAHHBIX MPU OTEKE HOT)
Richard Wiseman 11 06bI4HbIX YYNOK Y OLHOTO NALMEHTa (TO yNyyLUEHue,
(Benukobpuranus) / 1676 TO 060CTPEHME) (40, 81]
Richard Wiseman Unplanned experiment N-of-1 surgeon of the King Carl II: alteration ’
(Great Britain) of lace stockings (prescribed during legs edema) and regular
stockings in one patient (sometimes, improvement of the situation,
sometimes, its worsening)
Ocna. C. Maitland u M. Wortley-Montague, B3s8 13
KOHCTaHTUHONONSA NPUBUBKM OT OCMbl, y6EAUAN KOPONS NPOBECTU
UCMbITaHWe Haf LWECTbio 3aKmyeHHsIMK (1721 1.). Mpusneka
crana nonynapHoi [1, 42]. B 1723 r. J. Jurin ctatuctuyecku
Charles Maitland and Lady CPaBHWUI CMEPTHOCTb OT ECTECTBEHHOM OCMbI C NOKa3aTenem npu
Mary Wortley-Montague, npusuBKe (BbiiBNEHa 3¢)(heKTUBHOCTD) [36, 43, 82, 83]. B 1724,
Isaac Massey, James Jurin, 1729 n 1759 rr. ato nosTopunu T.A. Nettleton, J.G. Scheuchzer
Thomas Nettleton, [83] n B. Franklin [83, 84] cooTseTcTBeHHO. B 1723 1. |. Massey
John Gaspar Scheuchzer, yKasaJl Ha B&XXHOCTb COMOCTABMUMOCTY PYNN NPUBNTBLIX
Edward Jenner 1 HENPUBUTBIX ANa oueHkn adpdekTa [39, 72, 85]. B koHue XVIII
_ [1,7,36,39,40,41-43,
(Benukobpuranus) / B. E. Jenner npoBen onbIT ¢ NpUBMBaHNEM KOPOBbLEI OCTbl 50, 60, 72, 77, 82-85]
Charles Maitland and Lady XVIlle./ | [7,40,41,50,60, 77] Ha rpynnax u3 10 u 14 Yenosek [7] ‘ ‘(I/I ,ﬁp )‘/
Mary Wortley-Montague, 18th Smallpox. C. Maitland and M. Wortley-Montague brought a vaccine :
. . . . 1,7, 36, 39, 40, 41-43,
Isaac Massey, James Jurin, century | against smallpox from Constantinople and persuaded the king to 50, 60, 72, 77, 82-85]
Thomas Nettleton, test it on six prisoners (1721). Vaccination became popular [1, 42]. T (étc )’
John Gaspar Scheuchzer, In 1723, J. Jurin statistically compared the lethality from the '
Edward Jenner natural smallpox and lethality after the vaccination (vaccine’s
(Great Britain) effectiveness was shown) [36, 43, 82, 83]. In 1724, 1729, and
1759, this experiment was repeated by T.A. Nettleton,
Benjamin Franklin (CLLIA) / J.G. Scheuchzer [83], and B. Franklin [83, 84], respectively.
Benjamin Franklin (USA) In 1723, I. Massey highlighted the importance of the comparability
of the groups of vaccinated and non-vaccinated people for the
evaluation of the effect [39, 72, 85]. At the end of 18" century,
E. Jenner conducted an experiment with cowpox vaccine [7, 40,
41, 50, 60, 77] in groups of 10 and 14 people [7]
®APMAKO3KOHOMIAKA. Cosp DapMakoaKOHOMIKa M DapMaK( norus. 2021; Tom 14, Ne 3 wwwpharmacoeconomics.ru V4 K] |
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AsTop (cTpaHa) /
Author (country)

lopb!/Bek //
Year/
Century

CyTb uccnefoBanus / Summary

Ccbinkm / References

James Lind
(Benukobpuranusg ) /
James Lind (Great Britain)

1753

Bpay BoeHHO-MOpPCKOro gnoTa, Xupypr, uccnegosan cnocobbl
neveHus umHrn. Pasgenun 12 matpocoB ¢ CONOCTaBUMbIMM
CTeNeHAMI NaToNOrMM Ha LWeCTb paBHbIX rpynn. OQHON AaBanuch
JIMMOHbI™ 1 anenbCyHbI, @ 0CTaNbHLIM — CUAP, MOPCKas BOAA,
«CTaH[apTHbIE» TOrga cCMecu (B TOM YUCHE C CePHOI KUCNOTO
(elixir of vitriol) n ykcycom) u np. J. Lind B pazie UCTOYHUKOB
Ha3bIBABTCA «MEPBbIM BPAYOM, KOTOPbLIA npoBest CT COBPeMEHHO
apbl» (TO4Has uuTara u3 [61, 69, 71]) [30, 41, 49, 55, 76, 86-90].
/inun — «npoBen nepeblit 3aghukcnpoBaHHbIv onbiT» [30]'

Naval fleet doctor and surgeon studied the methods of scurvy
therapy. He divided 12 sailors with comparable degree of
pathology into six equal groups. One group received lemons™ and
oranges, the rest received cider, sea water, “standard” mixtures
(including sulphuric acid (elixir of vitriol) and vinegar), etc.). In
some publications, J. Lind is called “the first doctor who conducted
CT in the modern era) (quoted by [61, 69, 71]) [30, 41, 49, 55, 76,
86-90] or “performed the first recorded trial [30]'

[1,7,15, 16, 30, 33, 35,
36, 39-42, 46, 47, 49, 50,
55, 57-61, 67, 69, 71, 72,
76-78, 82, 84, 86-91]
(nap.)/
[1,7,15, 16, 30, 33, 35,
36, 39-42, 46, 47, 49, 50,
55, 57-61, 67, 69, 71, 72,
76-78, 82, 84, 86-91]
(elo)

Daniel Guyot
(LWsenuapus) /
Daniel Guyot Switzerland)

1761

Tepanus cudpunmca pTyTbio B XKEHEBCKOM rocnurane:
«CTaHJapTHasa» (BTUPAHME PTYTHbIX Ma3eil) CPaBHUTENbHO

C NPMEMOM NaTEHTOBAHHbIX TAGMETOK C OKWUCbH PTYTU M YKCYCHON
Kuncnotoi. Mo 12 60nbHbIX B rpynnax; 23 nauuexta 6biiu
BbIfeYeHbl (HET faHHbIX 0 fu3aiiHe CT). TabneTku ctanm
MONyAAPHbI, HO CMYCTS HECKOSTbKO NET 1CYe3/M U3 ynoTpebneHns
Therapy for syphilis with mercury in the Genevan Hospital:
“standard” (mercury ointments) in comparison with patented oral
tablets with mercuric oxide and acetic acid. Each group contained
12 patients; 23 patients were cured (no data on the CT design).
The tablets became popular but several years after, they
disappeared from the market

[92]

Robert Robertson
(Benukobputanus) /
Robert Robertson
(Great Britain)

1769

Tepanus Tponu4eckoi NUXopagKu (B OCHOBHOM Manspum)
MepyaHcKoi Kopoi (NopoLwoK nesynta, Peruvian bark, XuHuH).
CratucTnyeckm nokasaHa 6e30nacHoCcTb N 3 dEKTUBHOCTb
Tepanuu Kopo CPaBHUTENBHO C KPOBOMYCKaHWUEM

Therapy for yellow fever (primarily, malaria) with a Peruvian bark
(quinine, Jesuit powder). The safety and effectiveness of Peruvian
bark therapy was statistically significant in comparison with
bloodletting

33, 40, 93]

William Withering
(Benukobputanus) /
William Withering
(Great Britain)

1785

cnbiTaHne npenapata HanepecTAHKM (HAPOAHOTO CPEACTBa) Npu
BOJSIHKE 1 Ipyrux 3a60neBaHMsx (04eHb Noapo6HO — [33])

The trials of digitalis (traditional medicine) in patients with edemata
and other diseases (in detail in [33])

[1, 33, 40, 42]

Caleb Hilliar Parry
(Benukobputanus) /
Caleb Hilliar Parry
(Great Britain)

1786

OnbiT N-of-1 Ha 13 naumeHTax ¢ YepeayoLLMMEs NPUeMom Tpex
TUNOB peBeHs (cnabutenbHblid 3 dekT). He BbIABNEHO
npenmyLLecTBa 60/1ee JOPOroro TYPeLKoro PEBEHs CPaBHUTENbHO
C aHITINIACKIM, XOTS OMNbIT He Obl CRenbiM

The trial N-of-1 on 13 patients with alternating intake of three types
of rhubarb (laxative effect). There were no advantages revealed in
more expensive Turkish rhubarb in comparison with English
species, although the trial was not blind

[81, 84]

Thomas Fowler
(Benuko6putanus) /
Thomas Fowler
(Great Britain)

1786

CtatncTuyeckuii (TabnmuyHbIi) aHaNN3 JaHHbIX N0 CPABHEHUIO
3(peKToB Tabaka 1 MblLlbsKa npu Tepanuu nuxopagku (400
nayneHToB)

Statistical (table) analysis of the data on the comparison of effects
of Tabaco and mercury in the fever therapy (400 patients)

33, 84]
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ABTop (cTpana) /
Author (country)

Topbi/Bex //
Year/
Century

CyTb uccnepoBanus / Summary

Ccoinkun / References

Thomas Trotter

CpaBHUTENbHOE UCCe0BaHE MPOTUBOLMHIOTHOMO adpdhekTa
He3penbIX 1 3pesibix ryas (nepsble Obin 3P PEKTUBHEE)

(Womnarpns) / 1792 Comparative trial on the anti-scurvy effect of unripen and ripen [33, 84]
Thomas Trotter (Scotland) . .
guava (unripen guava was more effective)
CTatncTnyeckmin (TabnmyHbIn) aHanu3 faHHbIX (78 cnyyaes) no
Thomas Fowler ahheKkTam KpoBOMyCKaHWS npu peematiame. BbiBoa 0 TONbKO
(Benukobputanus) / 1795 BCMOMOraTefibHOM CpeSCcTBe (33, 84]
Thomas Fowler Statistical (table) analysis of the data (78 cases) on the ’
(Great Britain) effectiveness of bloodletting in patients with rheumatism. The
conclusion was made it could be used as an addition to the therapy
T. Satton cTaTUCTMYECKM CPABHIT CMEPTHOCTb OT OAIHOIA 1 TOIA Xe
naTosiorni B OAHOM 1 TOM XK FrOCnuMTane npu Tpex Cxemax
KpOBOMYyCKaHus (OTCYTCTBME, yMEPEHHOe, 06UbHOE; NocnesHee
Thomas Sutton 6b1n0 Haubonee aghhekTMBHbLIM); MoHorpadms 1806 r. B 1812 .
(Benukobputanus), .
Thomas Mills (Uipnanans) / T. Mills noaTeepaun STOT (hakT TaKXe CTaTUCTUYHECKIM
Thomas Sutton (Great 1806, 1812 | (Tabnm4HbIM) aHaNU30M; MOH0rpa(pmn 1813r. . [33, 84]
Britain), Thomas Mills T. Satton made a statistical comparison of the lethality from the
(Ireland) same pat_hology in the same hospital after three schemes of
bloodletting (no, moderate, abundant; the last one was the most
effective); monography, 1806. In 1812, T. Mills confirmed this fact
by another statistical (table) analysis; monography, 1813
Christian Theodore
Herrmann, romeonart [nauebo-koHTponupyemoe CT npu Tepanun conaar B rocnutansx
(fepmaHuns), 1 BOEHHbIE B Tunbaute u C.-MeTtepbypre (B nocnenHem — Dr. Gigler [29]).
rocnurtanu Poccun / CpasHeHne 3pheKTOB roMeonaT 1 annonatui
Christian Theodore 1829-1830 Placebo-controlled CT of the therapy of soldiers in hospitals [29, 30, 46]
Herrmann, homeopath in Tilsit and Saint Petersburg (in the last one — Dr. Gigler [29]).
(Germany), and military Comparison of the effects of homeopathy and allopathy
hospitals in Russia
ButamuHoTtepanus paxuta nocre epBoit MUPOBOIA BOWMHbI B BeHe.
[TpenBaputenbHoe coobuleHne 1921 . [94]: 9 metei ¢ gueton,
Harriette Chick BK/HOYAIOLLIEN XUP NeYeHn Tpeckn. ToNbKO efUHCTBEHHbII
(Benukobputanus), KOHTPOMb: 6paT-6nn3Hel, 04HOro pedeHka. OKOHYaTeNIbHO
Elise J. Dalyell (1922 r.): pBe rpynnbl (no 34 pebeHka): cTaHAapTHas
(AscTpanug) / 1919-1922 | rocnuTanbHas Aueta v Aueta ¢ XUpoM neveHu Tpecku [95, 96] [1, 40, 42, 94-96]
Harriette Chick Vitamin therapy for rachitis after WWI in Vienna. Preliminary report
(Great Britain), was issued in 1921 [94]: 9 children with diet that included col liver.
Elise J. Dalyell (Australia) Only one control patient: a twin brother of one of the participants.
Final report (1922): two groups (34 children in each group):
standard hospital diet and cod liver diet [95, 96]
PagnoTepanus ocTporo nenkosay aeteir. [pynna ¢ 065y4eHnem
paguem 1 6e3 (78 n 52 nauueHTa COOTBETCTBEHHO). YKa3aHo:
«[1B€ TPyNMbl CONOCTaBNMbI, MOCKOJbKY HET HUKAKUX pasnuyuii
George R. Minot et al. B XapakTepe UX NaTofornu, KOTopble MOryT 6bITb 0OHAPYXKEHBI».
(CLLIA) / 1924 Bpsan nv Takoe BO3MOXHO [97]
George R. Minot et al. Radiotherapy for acute leucosis in children. Group that received
(USA) radiation with and without radium (78 and 52 patients,
respectively). It said: “two groups were comparable because there
were no differences that could be revealed in the character of their
pathology”. This seems to be unlikely
Edward Johnson Wayne A heKT rMUKO3NLOB HANEPCTAHKM (AUTOKCUH U AUTUTOMNH) NpW
(Benukobputanus) / 1931 cepAeyHoil dombpunnsaumn (98, 99]
Edward Johnson Wayne The effect of digitalis glycosides (digoxin and digitalin) in patients ’
(Great Britain) with cardiac fibrillation
®APMAKO3KOHOMIAKA. Cosp DapMakoaKOHOMIKa M DapMaK( norus. 2021; Tom 14, Ne 3 wwwpharmacoeconomics.ru |4 S
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Tabnuua 3 (okoHYaHue). KnuHuyeckme ncnbiTaHus 6e3 NonbITOK paHAOMN3aLMK: OT NPEXHUX ThICAYENeTUA [0 HaLLNX AHe™
Table 3 (end). Clinical trials without attempted randomization: from previous millennia to today*

ABTOp (cTpaHa) / Al
Year/ CyTb uccnepoBanus / Summary Ccbinku / References
Author (country) Century

AhhexT ankanomaa (harmol hydrochloride) n3 pactenus
Crighton Bramwell et al «MOTWBHUK» MO PACLUMPEHNIO KOPOHAPHOM apTepui npu
(BenmkoGpuTaHns) / CTeHOKapaun. TpYAHOCTb KOHTPOSIMPOBAHNSA B CBA3U
Crighton Bramwell et al 1933 C HENPeAiCKa3yeMOCTbIO NPUCTYNoB [100] . [34, 37,99, 100]
(Great Britain) ' The effect of harmol hydrochloride on the dilation of the coronary

artery in patients with angina. It is difficult to control because of an

unpredictable nature of strokes [100]

CpaBHeHne adh(heKTOB KanbLmdepona, pbibbero xupa

1 MEXyHapOJHOI CTaHAAPTU3MPOBAHHOI BepcUm BUTaMIUHA D
James Calvert Spence et al. npu paxute. Tpu rpynnbl AeTei. Vimenucs ABe napbl 6/113HELOB,
(Benukobputanus) / pacnpefeneHHbIX no rpynnam «KOHTPOmb» W «OmnbIT»
James Calvert Spence et al. 1933 The comparison of calciferol, fish oil, and international [36, 37,99, 101]
(Great Britain) standardized version of vitamin D effects in patients with rachitis.

There were three groups of children. There were two pairs of twins

that were distributed into control and test groups

icnbiTaHne BakLUMHbI OT KOKAtOLWA. OnbIT — 0TO6PaHHbIE

9KCMepUMeHTaTOPamMm 1S BaKLMHALMN B KNUHIUKE AeTi. KOHTPOMb
Pearl Kendrick, Grace «BblGpaH paHLoMM3upoBaHHO» [102] n3 cnucka
Eldering (CLLIA) / 1934-1937 HEUMMYHU3UPOBAHHbIX [eTell B ienapTamMeHTe 34paBo0XpaHeHuNs [102, 103]
Pearl Kendrick, Trials of the vaccine against pertussis. Test group included children ’
Grace Eldering (USA) selected by the doctors in the hospital. Children for the control

group were “chosen randomly” [102] from the list of non-

vaccinated children maintained by the Departymnet of Healthcare
Eric W. Assinder CpaBHUTENbHOE UCCNeJ0BaHMe NpenapaTos NPOTMB cudmnnca us
(Benuko6putanus) / 1938 Anrnum, CLUA v Tepmanun (no 9, 7 1 8 60/1bHbIX COOTBETCTBEHHO) [35, 99, 104]
Eric W. Assinder A comparative study of the drugs against syphilis made in England, T
(Great Britain) USA, and Germany (9, 7, and 8 patients, respectively)

BLPX petam uHpeiiues [105]. CornacHo [106], npoTOKOnbI

CCNEAO0BAHMI YKa3bIBAIOT, YTO A1 YA06CTBA BaKLMHUPOBAHNSA
Robert George Ferguson, OMbITHYKO FPYNMY COCTABAANM POAMBLUNECS B 60/bHULE,
Austin B. Simes (KaHaga) / 2 KOHTPOJIbHYH — IoMa
Robert George Ferguson, 1941-1949 BCG vaccine for children of Canadian Indians [105]. According [105, 106]
Austin B. Simes (Canada) to [106], the trial protocols indicate that to facilitate vaccination,

the test group included children that were born in hospitals

and the control group — children that were born at home
Eﬂfﬁﬁ'ﬂﬂ(’”“ Ha T04Hoe 303 ny6nuKauuin HasnHas ¢ 1984 r. B 1984-1990 rr. — 0 pador, PubMed, 01.12.2020
‘non-randomized trial’ panee no HapaCTammgﬁ (CM. pUCYHOK) (peaynbTar 3aBuCHUT OT
PubMed: search 1984-2020 | 303 .pub'llcatlons starting from 1984. In 1.984._1 990, zgro . parbl) / PubMed,
for exact phrase publlc_atlons. Further, the number of publications was increasing 01.12.2020 (result
. . . (see Figure) depends on the date)
non-randomized trial

Tpumeyanne. . * BkioveHbl Takxe ugey co0TBETCTBYIOLMX OMbITOB. ** Beero 33 nctoyHmnka no Haiuesi 6ase. *** Beero 17 nocobuii no anugemmonorni v 0kasatenbHoi MeauLnHe
1 38 UHbIX UCTOYHUKOB M0 HaLLel 6a3e.

Note. * Also includes ideas of experiences. ** In total: 30 sources in our database. *** In total: 17 manuals on epidemiology and evidence-based medicine and 38 other sources
in our database.

Ho KonuyecTBeHHbI BbIBOA AeNaTb TPYAHO, MOCKOMbKY HEMb3s He  Hble Pe3ynbTaTbl, XOTA Ka4eCTBEHHbIE 3aKOHOMEPHOCTU OCTaKTCA
Y4UTbIBaTL NMy6NMUKaLMOHHOE CMelleHne. Beab uctopus CT B ocHOB-  Temu xe). JaHHble ana RCT 3annaHuposaHo npefctasutb B Co-
HOM HanmcaHa B BennkobputaHum, BKN04as M3BECTHbIE anuccepTauuyn  06LeHnn 3, 34ecb XKe OTMETUM TONbKO CPaBHUTENbHOE 4UCAO,
[1, 33-37], n JLL Haxoputcs Tam xe [3, 4]. Hanpumep 3a 2015 r. B PubMed na ‘non-randomized controlled

Mbl He 3HaeM, ByneT N ANng KOro-To CHOPNPU3omM TOT hakT, yto  trial’ Haxogutcs 25 MCTO4HWKOB, a Ha ‘randomized controlled
HEPaHAOMM3MPOBAHHbIE U AaXe HEeKBa3MpaHAOMu3npoBaHHblie CT  trial™® — 31 688. To ecTb nepBble OT BTOPLIX (TOYHEE, YNCNO CO-
NPOJOIKAT XUTb CBOEN XU3HbI BNAOTh J0 2020 r., NnpuyeM UX  OTBETCTBYHOLWIMX CTaTell) COCTaBAAT HUYTOXHYH Aonto: 0,08%.
4ncno Hapactaet (puc. 1)', kak n ans RCT (cneayet umeTb B Buay, Cochrane Library, xoTa u cogepxuT TepmuH ‘non-randomized
4T0 B pasnuyHble AHW nouck B PubMed BbigaeT Heckonbko pas3-  controlled trial(s)’, cornacHo NOMCKY He BK/OYaeT HWU OAHOI CTa-
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PucyHok 1. Pesynbratbl noncka ny6nukaunit 4epea PubMed Ha To4Hoe co4eTaHune ‘non-randomized trial’. CkpuHwoT rpadguka u3 PubMed ¢ fo6asnennem 4yucna pabot no rogam
(nonck Ha 01.12.2020 .). CornacHo noncky Ha ‘alternate’ (Npo TePMMH CM. B TeKCTe) B 6a3e HaileHHbIX pedhepaToB B pe3ynbTaTbl He BXOAAT UCCNEA0BAHNA
C KBa3MpaHLOMM3NPOBAHHBIM pacnpeseneHnem nyTem YepesoBaHns

Figure 1. Results of PubMed search of publications for the exact combination of ‘non-randomized trial‘. Screenshot of the graph from PubMed with the addition of the number
of papers by year (search on 01.12.2020). According to a search on ‘alternate’ (for the term, see the text) in the database of founded abstracts, the results do not include studies

with a quasi-randomized distribution by alternate allocation

TbW C NOJO6GHBIM TOYHbIM cOYeTaHneM. Ho BaXXeH cam (hakT ny6in-
Kauuu B HAcTOALLEe BPeMS Pe3y/nbTaTtoB, B TOM 4MCNe, HepaHLo-
MW3NPOBAHHBIX U faXe HeKBa3MpaHLoMU3npoBaHHbIX CT, nogo6HO
TOMY KaK 3T0 6bIi0 cTONETUS Hazaa.

B pa6ote C. Arditi et al. (2016 r.) [125] obcyxpaeTcs UMEHHO
aTa npo6nema, npuyem aBTOPbl MpeanaratoT pacwuputb Gochrane
Reviews BBefeHMEM YMECTHbIX KOHTPOSMPYEMbIX WCCHeA0BaHNUN
naaxe 6e3 paHgomusauyun. Otmedaetcs, 4to RCT He Bceraa noaxomst
JNS OLIEHKN CIOXHbBIX 1 KOMMJIEKCHbIX BMELLATESbCTB 11 YTO B NOA06-
HbIX CAly4asX MMEHHO HepaHLOMM3MpOoBaHHble CT 4acTo NPOBOAATCS
B NMparmatyeckoM KOHTEKCTe peanu3auum nporpamm 34paBooXpaHe-
HWA N0 XPOHUYECKIM 3260518BAHUSM.

MpoaHanuaupyem cobpaHHble B Tabnuue 3 AaHHble HAa Npeamer
MX 3HAYNMOCTW [N COBPEMEHHOr0 rnepuoja. Pesynbratbl Kakux uc-
CNeJ0BaHNIA, OCHOBAHHbIX HE Ha PaHAOMU3MPOBAHHOM U JaXe He Ha
KBa3npaHLOMWU3NPOBAHHOM [M3aiHe, aKTyasnbHbl [OHbIHE? He ocTa-
HABJIMBAsACb HA PAHHUX UCMONIb30BAHNAX FPYNMbl KOHTPONA U MPUHLK-
nax TeCTUPOBAHUS NEKApCTB, NEPBOIA, BEPOSTHO, MOXHO Ha3BaTb CT
(C ogHUM «KOHTpONem» B BUAe ce6q) urymena Basilius (XV B.). Jaxe
€C/N KTO-TO AyMaeT, 4To 3TO0 flereHaa (MHOrve, HaBepHoe, nonarator,
4YTO OHa BblgymaHa f. Mawekom [73]), BpAS MW OH PUCKHET NOCne 3T0-
ro NPUHUMATL CypbMy BHYTPb. [lanee uAeT UCMNONb30BaAHME LIMTPYCO-
BbIX A NPejynpexnaeHus umHr kanutadom J. Lancaster (1601 r.)
n xupyprom J. Lind (1753 r.). 3atem, pasymeetcs, cneayer npuBmBKa
ocnbl (XVIII B.), Tepanus Manspum XMHHOM kopoii (1769 r.), BuTamnH
D ona npepynpexpenus paxuta (1919-1922 rr.), paguotepanus
neriko3a (ToNbKO He paamnem, kak B 1924 r.). A nocne aT0ro, Ha4mHas
¢ 1930-X rT., B TOW MU UHOW CTENEHU — NOYTK BCE, BMJIOTh A0 NpuUme-
HeHus BLDK (1941-1949 rr.).

BbIXOAMT, 4TO M3 3KCMEpPUMEHTASIbHON MeanuuHbl 33 60nee Yem
4 TbIC. NeT, A0 XX B., HbIHE UCMOJb3YIOTCA WU YYUTbIBAKOTCS PE3YIib-
TaTbl BCero 4Yetbipex CT, NpOBEAEHHbIX BHE COBPEMEHHbIX AN3ANHOB.
11 BCe paBHO paboThl C NOAOGHLIM AN3aAtHOM, Kak BUAUM U3 AaHHbIX
Ha PUCYHKE, HE 3aKaH4MBaKOTCS.

4. 3AKNTOYEHWE N UHOOPMALIUA 0 COOBLLIEHWN 3 /
CONCLUSION AND INFORMATION ON REPORT 3

CoobLueHne 2 13 UMkna, nocesiLeHHoro uctopun CT B MeauLmHe,
0XBaTWNIO KaK METO[0NIOrMYecKIe, TaK U COOCTBEHHO NCCNEA0BaTeNb-
ckue MomeHTbI. MpeacTaBneHa noapo6Has xapakTepucTuka Hanbonee
113BECTHON NPochnNbHOK 61nbnmoTekn JLL, a Takke chopMMpPOBaAHHOIA
Hamun 6a3bl MCTOYHMKOB NO paccMaTpuBaeMbiM npobnemam. OTMeye-
Ha MHTePHaLMOHaNbHOCTbL JLL, KOTOpas, 0HAKO, He XapakKTepnuayeTcs
PaBHOBENIMKMMU BKN1aAamut aBTOPOB PA3NINyHbIX CTPAH: NOAABNSIOLLEE
60/bLUNHCTBO PaboT NPUHAANEXNT Uccnegosatensam n3 Benukobpu-
TaHumn. «Aktie» astopos JLL coctasnstoT I.G. Chalmers, ee ocHoBa-
Tenb, P. Armitage, B. Toth (Bce — Benukobputanus), T.J. Kaptchuk
(CLUA), U. Trohler (LLsenuapms), J.P. Vandenbroucke (Huaepnanabl)
1, B MeHbLUei Mepe, psa Apyrux uccnenosarenei. Mogaepxunsaemas
22 ropa 6ubnuoTteka k cepeauHe 2020 r. HacHuTbIBaeT nopsiaka 1400
MCTOYHNKOB M MOCTOSAHHO MOMOMHSAETCS.

BonbLunHcTBO (huryp u nccnegosannii no teme uctopumn CT n RCT
B TOWM WJIM UHOW CTEMNEeHN OTpaXKeHbl nybnukaumsamu JLL, Ho MHOrm1e n3
HWUX OCTAKOTCS B HEBOCTPEOGOBAHHOM BUJE, HE MEHSIS OOLLENpPUHSATbIE
Bexu 1 npuoputeTsl. U aaxe JLL He MOXET 0XBATUTb BCE AaHHbIE. Tak,
B C06paHHyto Hamu 6a3y nctouHnkoB no CT u RCT or Il Teicsyenetus
10 H.3. 10 1965 r. BOwWNKM 9 UccnenoBaHuin, He OTpaXKeHHbIx B JLL, 3
KOTOPbIX 3 N0 TOMY WA MHOMY MapameTpy NpuHUMnuanbHbl [16-18].
LLlecTb Takux MyHKTOB NPUBEJEHbI B AAHHOM COO6LLEHIN.

OueHka pacnpeaenenuns paboT nNo cTpaHam B Halleli 6a3e noaTeep-
auna 3akoHomepHocTb Ans JLL — 50% XpOHO-NYHKTOB (TO €CTb UCTO-
puy4eckux Bex no Teme, Bcero 168) npuHagnexar BenukobputaHun,
a 23% — CLUA. K HaxopsLlelics Ha TpeTbeM MecTe /Tanum oTHeceHo
4% Bex (BO3MOXHO, U Cry4aiiHO — 6bI10 MHOMO UTanbsHckux CT no
UCNbITAHUIO NPOTUBOMANAPUIAHBIX MEPONPUATIIA 1 NPenapaTtos; OHM
BonayT B CoobuieHue 3). OcTanbHble 19 cTpaH (OPeBHNX, CPeLHEBE-
KOBbIX 11 COBPEMEHHBIX) BHOCAT BKMaAbl B 0,6-3,6%.

Poccun Ha Havano XX B. npuHagnexano 1,2% WUCTOPUYECKMX BeX
B 0ase. JTO M3BECTHOE MCCNeAoBaHne 3h(PeKTOB romeonatuu npu
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Hukonae |, B 1829-1830-x rr. [29], a Tak»e paboTbl POCCUIACKOr0 Ypo-
xeHua W.M. Haffkine, cBsi3aHHble C Tepanmeil aHTUCLIBOPOTKOI YyMbl
1 xoneps! B ViHaum B 1900 r. [26]. Ewe 66110 06HapyxeHo CT no oueH-
Ke [eicTBUs NpoTMBOManspuiiHbix npenapatoB B CCCP (B Bolshevo)
0T 1937 r., BbINOSIHEHHOE MO 3rugon Juru Hauwii [28], HO KTO ero
NPOBOAWI, Y3HATb He YAANocChb.

CambIM paHHUM UCTOYHMKOM Mo Teme uctopun CT MOXeT ObiTb
Ha3BaHa JOHbIHE uuTupyemas aucceptaumsa J.P. Bull (1951 r.) [1],
B KOTOPOW He OOHApYXXEHO CCbINOK Ha npenplayLine nofo6HbIe UC-
cnefoBaHns. B uenom B 6a3e, UCMofib30BaHHOW Npu MOArOTOBKE
HacTOALLero 0630pa M3 Tpex COOOLLUEHUA, COAEPXKANoch Ha Wb
2020 r. 60nee 260 ny6nmkaLumni, 1 TONIbKO 9 N3 HUX — PYCCKOA3bIYHbIE,
32 2005-2018 rr. (He cyuTas ewle 2 paboT No UCTOPUKM NNaLe6o, Y10
NoAnafaeT noj uHyto Temy). B 6a3y BowAN 7 3anafHbIX auccepTauui
no uctopuu CT, 6 — u3 Benuko6putanum.

Mpeametom uccnenoBarus CoobiueHns 2 aensannuck CT Kak Tako-
Bble, 663 NOMbITOK PAHAOMI3ALIMM N AAXe KBA3MPaHLOMMU3aLNN NyTem
yepefoBaHus (alternate allocation). Takue paboTbl U3BECTHbI HAYMHASA
0T 2373 1. [0 H.3. (nonymudpuyecknii umnepatop Kutas Shen Nung)
n VI B. 10 H.3. (Npopok [aHuun) BAiOTb A0 Hawmx AHeir. Cdopmm-
pOBaHHasA Tematuyeckas Tabnuua no HepaHAOMU3NPOBaHHbIM CT,
KOTOpas Ham NpefcTaBnseTcs Hanbonee NOMHON CPean BCEX MU3BECT-
HbIX MCTOYHWKOB, BKMKOYMNA KOHKPETHble WUCCMeJ0BaHUs, OT 0B
HasBaHHOro umnepatopa Shen Nung [11, 60, 61, 62] fo npuUBMBKM
BLK petam kaHagckux maenues (1941-1949 rr.) [105, 106]. Ham He
yAanocb 06HapYXXUTb HW B OAHOM M3 UCTOYHIKOB B 6a3e MOJSIHYH CyM-
mupyoLyto Taénuuy no uctopun GT n RCT; umennch TONbKO ee nogo-
6ust ana Hanbosnee 06LLENPUHATBLIX Bex [43, 67, 126]. Camblii NONHbIA
CNUCOK NpeAcTaBneH B OKCAHOPACKOM nocobum [67]. Mpuyem B [67]
370, CO6CTBEHHO, MPOCTO MyHKTbI, @ B [126] oTpaxeHa uctopusa CT
C YyepefioBaHMEM ToNbKO Ans nyénukaumii B The New England Journal
of Medicine. Kakue-1o cymmupytoLme matepuanbsl B Tabnn4Hoi gop-
Me BCTPEYAOTCS B MOCOBUAX MO 3NMAEMNONOTIN, HO TYAA BKIKOYEHbI
TONbKO Hanbonee U3BECTHbIE, EANHNYHbIE «CTAHAAPTHbIE» BEXN.

B 60NbLUMHCTBE UCTOYHUKOB MO TEME, Jaxe 0630PHOr0, CyMMUpY-
IOLLEero nnaHa, u3noxeHune seaerca B hopme, 61nM3KOIA K GenneTpu-
CTUYECKOIA, 4TO 3aTPYAHACT aHanu3 uHdopmaumn. Mbl yxxe oTMevanu
370 B CoobuyeHumn 1 [8]. Tem He MeHee (M 06 3TOM Mbl TOXKE FOBOPMAN
paHee [8]) »enatoLmx y3HaTb NOAPO6GHOCTYU OMbITOB NPOLUOro TN
CpaBHeHMs adeKTa LUTPYCOBbIX C 3PMEKTOM CEPHON KMCNOTbI
1 MYCKaTHOIO Opexa Ha LIMHrY, PaBHO Kak NnoApo6HOCTY AMETbl 0TPO-
KOB Npopoka [JaHuuna v npo4ero B 3T0OM POJE Mbl OTCbINIAEM K UMEt0-
LLIMMCS MHOTOYNCAEHHbIM UCTOYHMKAM Ha Pa3HbIX A3bIKaX.

MomMMMO NpefcTaBNeHNS JaHHbIX 4711 KOHKPETHbIX paboT no CT 6e3
paHAOMU3ALMM W KBAa3WPAHAOMU3ALMM, KOTOPbIE MO MAee W MemH-
CTPUMY AOMKHbI 0XBaTblBaTb TOSbKO MPOLUAbIE BPEMEHA, HaMM Bbin
BbINOSIHEH nonck B PubMed nofo6HbIX paboT B COBPEMEHHBIA NEPUOA.
YOuBUTENbHBIM 0Ka3anock T0, 4T0 CT 6e3 Kakoro-nnmbo anroputma,
J2Xe NomnbITOK paH4OMU3aumMun (MycTb 1 B NCEBAOMOPME), CYLLECTBY-
10T 1 HbIHe: Bcero ans nepuoga ¢ 1990 r. go 2020 r. Hawnock 303
ny6nukauuu, Npru4em mx 4actTota BO3PACTALT rof ot rofa (go 32 cra-
Tert B 2020 r.). KoHe4Ho, cpaBHUTeNbHO ¢ RCT Takux nccnenosaHui
HUYTOXHOE 4Kcno (Hamun oueHeHo B 0,08%), a xypHanbl, ux ny6nu-
KyloLLMe, Cyas no BCEMY, He OT/IMYAOTCA BbICOKUM PEATUHIOM. Tem
He MeHee 3T XypHanbl uHaekcupytotcs B PubMed, 410 yxe Hemanoe
JOCTUKEHNe.

Bkyne ¢ Tem (DakTOM, 4YTO GOJIbLUMHCTBO MCMOJNb3YEMbIX HbIHE
npenapatoB M CPeAcTB Tepannu WCXOAHO paspaboTtaHbl 6e3 RCT
[120-124], BbisiBNeHHas Hamu «6eccMepTHOCTb» CT faxe 6e3 KBa-
31PaHAOMU3ALMM MOXET UMEeTb COLManbHOe 3HadeHue. Hanuyue

NOLOGHLIX NPELLEAEHTOB MO BCEMY MUPY, MPUYEM C HApPaCTAKLAM
TPEHAOM, BO3MOXXHO, CHUMET KOMMAEKChI U CMYLLEHNS B TeX CAyYasiX,
korga Hu RCT, Hn paxe kBa3n-RGT npoBecTW HEBO3MOXHO, HO 00-
LLIeCTBEHHO-COLManbHas He06X0ANMOCTb TPe6YET Noy4eHns XoTs Obl
npuenu3nNTenbHbIX 0TBETOB HA OCTPbIE BOMPOCH! U3 0651acTU 34paBo-
oxpaHeHus (Hanpumep, B 2020 r.).

B Coo6LieHnmM 3 3aniaHMpOBaHO TakuM e 00pa3oM paccMOTPeTb
BEXW N0 MCTOPUM KBa3MPaHAOMNU3MPOBaHHbIX CT (TO ecTb C pacnpe-
Jenexvem yepefosaHuem), a takke RCT. Mopoi cyuTaoT (CM., Ha-
npumep, [30]) 4TO pacnpegeneHne YepenoBaHUEM OblNo KaKUM-TO
3NN300M, HO Ha Jene 3TOT AK3aiiH 0XBaTblBaeT Nepuoj, pasa B Tpu
6onblwuit, Yem ans RCT, BCTpeyasich 1 B HacTosllee Bpems. TemM He
MEHEe MOYTU BO BCEX PYCCKOA3bIYHbIX UCTOYHUKAX No mctopuun CT
UM ¢ pasgenamu no aton ucrtopun [46, 49, 50-52] kBasnpaHgomu-
3aums nyTem YepesoBaHNs AaXe He YNOMUHAETCA. TO e camoe — s
MHOXECTBA 3anafHblX NOCOBWIA NO SNNAEMUONOrUK, B KOTOPble 068-
3aTenbHO BK/KOYAKOTCS pa3fenbl npo cTaHoBneHne GT u rnaBHbIe Bexu
UX NCTOPUN (KaK HalyMaHHas OCHOBA «3KCMEPUMEHTaNIbHON dnnie-
muonorun» [8]), Ho pefko paccmarpusaetcs alternate allocation, unu
allocation by alternation. Moatomy aaHHas Tema CoobLieHus 3 npea-
CTaBNSAETCA CTOMb XKe aKTyanbHOW, KaK u Tema no HacToswmm RCT.

OTHenbHbIM BONPOCOM OKa3anach UCTOPUS MOSBAEHUS 11 Pa3BUTUSA
MOHATMA U NpUHUMNa nnaue6o u nnaue6o-adpdekra. MonyTHo o6Ha-
PYXXMOCb, YTO 04€Hb MHOTUM UCTOYHMKAM Ha TeMy UCTOPWK NnaLe6o
(1 3apy6exHbIM, 1 OTEYECTBEHHbIM), B KOTOPbIX 3asBASIETCA O TOM,
YTO KTO-TO «BMEPBbIE...», JOBEPATb HEMb3A (ECTb eLle 6oNee paHHNe
npuoputetsl). 0630p NO UCTOPUK NNALEB0, BOSMOXHO, 6YAeT BbINOM-
HEH BHE LMKNa HACTOALLMX COOBLLEHWIA.

TPUMEYYAHNSA / NOTES

1. OT™MeTuM, 4TO Mbl nccneayem passutne CT, a He MeAMUMHbI. VicTopun
MeanunHbl yxe MuHUMyM ¢ XVII B. 6b11 NOCBALLEHBI MOHOTPAUK (Hanpumep,
(hpanuysckas 1696 r. [2]), HO AN UMEHHO MELULMHCKIX JKCMEPUMEHTOB Cpe-
[N Hanbonee paHHero matepuana Ham U3BECTHA TONbKO [OHbIHE LUTUpYyemas
ancceptaums J.P. Bull (1951 r.) [1]. B cnucke 1cnonb30BaHHbIX TaM UCTOYHM-
KoB — nATb noco6bui History of Medicine 3a 1910-1926 rr., HO HeT CCbINOK Ha
ny6amKaLmm no MCTOPUN KNNHUYECKNX UCTbITaHNiA unn CT.

2. MNpep6uébnuoteka B Buge Beb-caiita Controlled Trials from History 6bina
cosfaHa B 1998 r. [3, 4] B YecTb 50-neTns CO LHA Ny6nMKaLun No UccneaoBa-
HW0 adphekTa cTpenTomuunHa npu Ty6epkynese (1948 r.) [5], koTopoe KaHo-
HW3MPOBAHO Kak «jara ocHoBaHus RCT» [6, 7] (cM. B CoobLueHun 1 [8]; noa-
PO6HO HameyeHOo paccmMoTpeTb B CoobuieHum 3). B 2003 r., B 4ecTb 250-neTus
co JHa ny6nukauum James Lind o Tepanun uunrn [9], Be6-cant 6bin nepepa-
60TaH 1 HazBaH The James Lind Library, nony4ns npn atom Harpagy Scientific
American ons MeguunHCKNX Be6-cainTos [3, 4].

3. Cebinku [11-15] NpocTo OTpaXatoT BPEMEHHbIE BEXW UCTOPUU KIUHUYe-
CKMX UCMbITAHWIA; AN NPEACTABIIEHHbIX B HUX COOLITUIA 11 OUTYP MOXHO HailTK
1 Apyrue nyénukauuu. Hetbipe 0TCYTCTBYIOLLMX B JLL MCTOYHMKA 06HAPYXKEHbI
TaKkke B gncceprauuu J.P. Bull (1951 r.) [1].

4. Nasarwaniji Hormusji Choksy (18611939 rr., napc) npoLuen J0BO/bHO 3KC-
TpeManbHbIA NPOHeCcCUOHaNbHbINA NyTh. Kak ckasaHo B [23], «C camoro Havana
cBOe kapbepbl Choksy coxpaHsn 0co6blit MHTEpeC K npokase». MeyTa cobinach
no4tn cpasy: B 1890-1897 rr. oH pykosoaun NpuioTOM Ans 6e340MHbIX Npo-
KaXXeHHbIX BNOTb 0 nepesofa B Arthur Road Hospital 8 1897 . B atom xe
rofly OH 3a60J1eN YyMOIA, HO BbI3[OPOBEN — KaK nonaratoT, 6narogaps Tepanuu
NIOLIASNHON aHTUCbIBOPOTKON, 13roToBneHHoii Alexander Yersin u3 WHctutyta
Macrepa. fanee N.H. Choksy npoBoaun uccneioBaHus e4eHus Yymbl, Xonepbl
11 0CMbl aHTUCLIBOPOTKamMM 1 B 1902—-1921 rr. pykoBoaun 60bHULENR As 60Mb-
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HbIX YyMOW, He OCTaBMIAAA MPU 3TOM MPUIOT [/ NPOKKEHHbIX, FAe 0CTaBaCs
B npaeneHun 0o 1934 r. N.H. Choksy cuctematnyeckn ucnonb3osan pacnpege-
NeHne NauMeHToB YepefioBaHNEM [ CPABHEHUS PasnuUyHbIX CTpaTerui Tepa-
MK NEPeYUCreHHbIX onacHbix 3abonesannit (1900-1909 rr.) [23]. NHTepecHo
OTMETUTb BENUYNHY 3cDCEKTA NOLWAANHONA aHTUCHLIBOPOTKN MPU NIEYEHUN HyMbl
13 opuruHanbHoii pa6oTbl N.H. Choksy (1900 r.) [24]: B KOHTpONE CMEPTHOCTb
coctagnsna 80%, a B onbiTax — 60-68%. 3a ceoto aestensHocTb N.H. Choksy
MOJy4Ks BbICOKOE NPU3HAHWE Kak B BennkobputaHum, Tak u B mupe: Tutyn Khan
Bahadur n nocssiLeHre B pbilapy, YneH MeaULIMHCKNX 06LLecTB Bennkobpura-
HuK, Tepmanuu, Vtanum n ®panumn, Harpagbl Utanuu, ®panumun, NHaniickon
umnepuu n np. [23].

5. W.M. Haffkine (1860-1930) co3gan npoTWBOXONEPHYK BakUMHY B VIH-
crutyte Mactepa (Mapwx) B 1892 r. Mo pe3ynbratam noneBbIX WUCMbITaHUIA
B MHann B 1893-1896 rr. ero pabota 6bina Npu3HaHa nepeoil 3hPEKTUBHON
NPOHUNAKTUHECKON BakLMHauWen npotme xonepbl. B 1896-1915 rr. oH sB-
nancs 6akTepuonoromM npasuTenscTBa 6puTtaHckoit Hauu. Korga nangemus
yymbl gocturna bom6es, W.M. Haffkine cosgan npoTMBOYYMHYKO BakLMHY
1 6bININ Ha4aTbl MaclwTabHble npueueku. OpHako B 1902 r. 19 Yenosek B MeH-
[Kabe ymepnn OT CTONOGHAKA Kak pesynbrata MpOTUBOYYMHON BaKLMHALMM.
W.M. Haffkine 6bin B 3T0M 06BMHEH W peabunutupoBaH Tonbko B 1907 r. no-
cne kamnaHdum R. Ross (Ponanbpa Pocca). B 1925 r. npasutenscto bombes
nepeumerosano naboparoputo B Haffkine Institute. Haffkine Biopharmaceutical
Corporation Ltd. n Haffkine Institute for Training, Research and Testing 8 Mym6au
NPOLOSIKAKT 0CTABATLCA LIEHTPaMu 06LLECTBEHHOr0 3paBO0XpaHeHus [27].

6. B 0630pe [28] ynomuHancs UcxoAHblit NCTo4HUK Ans onbitos B GCCP, Ho
B HenofiHoM Buae. MonbiTka YyTOYHNTL Y NepBoro asTopa 0630pa, G. Gachelin,
[eTani no 3NeKTPOHHON NoYTe He CAULLIKOM NOMOra (B OTBETE MCTOYHUK BCE
TOT Xe, x0Ta G. Gachelin paxe o6paiwjancs 3a uHopmaumen K aktusy JLL).
BeposiTHO, 3T0 MccnegoBaHne 6bi10 0My6IMKOBAHO B CREAYHOLLEM AOKYMEH-
Te Jurn Haumin, ynomanytom B [28] (Malaria Commission. The treatment of
malaria: study of synthetic drugs, as compared with quinine, in the therapeutics
and prophylaxis of malaria. Bull Health Org League Nations. 1937; 6).

7. NosHaBaTtenbHO, kak ynomuHatotes Poccus 1 CCCP B HailfieHHbIX 3apy-
6eXHbIX guccepTauusix no uctopun CT — no cyTi HUKaK. Ham n3BecTHbI ceMb
Takux guccepraumnii (1951-2014 rr.) [1, 33-38], Bce 3awwuiieHbl B AHIMMK.
Tonbko B 4eTbipex ecTb cnoBa ‘Russia’ u ‘Soviet’. B gucceptaumn U. Trohler
(1978 r., 3awmta B JloHgoHe) [33] ynomuHaHus ‘Russia’ AOBONLHO 06MIbHBI,
HO 3TO HE MMEIOLLNEe OTHOLLEHNS K TeMe (DaKTbl N3 MPEXHUX CTONETWIA: MHO-
rOKpaTHO Mpo NPUObLITUE «PyCCKOro kopabns» (unu noTa) ¢ 3a60neBLLMMM
TUHoM. ELLie eCTb Kakas-To «Hecneundguyeckas pycckas Tepanus» XXenToi nu-
XOpagKu 11 yoMuHaHue o novectax npeangeHTy Royal Society XVIII 8. Bpasamu
13 pasHbIx CTpaH, BKovas Poccuto. B pabote D. Cox-Maximov u3 Kem6pumka
(1997 r.) [34] CCCP npuBepeH B KoHTekcTe antuytonum 0. Xakcnu. B. Toth
B aucceptaummn 1998 r. (bpuctonb) [35] KpuTukyeT ctatuctuka J. Neyman 3a
«COBETCKUIA TOTaNUTapHbIid CTunb>». HakoHew, B ncenegosanun K.J. Williams
(2005 r., Manyectep) [37] NpuBOAATCA CBELEHMS O paccMoTpeHun Poccueit
60iikoTa repmaHckux ToapoB B 1915 r. 1 ato Bce. OueHka adhdpekTa rome-
onatun B Poccun npu Hukonae | [29] B nepe4ucneHHbIX TpyAax He HaigeHa.
1\cnonb30BaHHbI HAMK B Ka4eCTBE KOHTPOMS MOMCK HAa Apyrie CTpaHbl noka-
3a71, 4T0 B gucceptaumsx [1, 33-35, 37] BnonHe pacCMOTPEHbI UCCNeJ0BaHMs
n nogxogasawme daktbl ans Amepukn, ®panunn n fepmanuu. Mpasga, 60/b-
LIMHCTBO AMCCepTauuii nocssileHo uctopun CT nan dapmakonoru UMeHHo
B BennkobputaHuu. Ho apyrue Ham Hen3BeCTHbI, NPUYeM YNOMSHYTLIA OCHO-
Batenb JLL I.G. Chalmers oTme4an B 2012 1., 4T0 «B JOKTOPCKMX ANCCEPTALMAX
€CTb PsiZi COOTBETCTBYIOLLMX MATEPUANOB... HO 60JTbLLUMHCTBO U3 HUX OTHOCUTCS
K co6bITAM B Benuko6putannn» [39].

8. CnoBo «MpeBOCXOAHbIe» 0 4bMx-TO Tpymax ans Alvan R. Feinstein
(1925-2001) popororo CTOMT, NOCKOMbKY 3TOT aBTOP, MPWU3HAHHbIA ABTOPK-
TeT B 06LLEi M KIIMHUYECKON 3NMAEMNONOriN, 6bi B TO XKe BPeMs 3an1CcHbIM
KpPUTUKOM, NOPOi MeHAoLWMM yoexaenns [44]. («MeTaaHanus — cTatuctuye-
ckas anxumus XXI Beka. .. naes nonyynTb 4T0-TO AapOM, OLHOBPEMEHHO UIHO-

pUpys YCTaHOBNEHHbIE HAY4YHble NPUHLNNbI» [45].) OH OblN TaKUM KPUTUKOM,
YTO J@XKe NPAKTUYECKM HEKPONOr €My, HAnMCAHHbIA N3BECTHBIM UCTOPUKOM
anuaemuonoruu Alfredo Morabia B 2002 r., 6611 Ha3BaH «GnopHas auckyccus
0 cTpacTHoMm nonemucTe» [44]. A.R. Feinstein n ymep, Kak )un: 0T CEpAEYHOr0
npUCTyna BO BPEMS JNCKYCCUM Ha OfHOM 13 cuMno3nymoB [44]. B CoobiieHun
1 Mbl Nepeyucnsanu, 4To BBEN AaHHbIA aBTop B anugemuonoruio n EBM [8]:
TEePMUH «30110TOI cTangapT» ang RCT (1982 r., Bmecte ¢ R.l. Horwitz), Haume-
HOBaHMe «Knaccuyeckas anuaemuonorus» (He no3axee 1968 r.), a Takxe Ha-
3Ban P.C. Louis (pa6oTa 1835 r.) ocHOBaTenem KnmHU4ECKON 3MMAEMMONOrum
(1967 r.). BO3MOXHO, €CTb YTO-TO eLLe.

9. * “The day came when drugs were prepared and given without incantation,
and this was the time when magic and medicine separated” [56]. We might
perhaps argue that the unknown person who first administered a vegetable
aperient medicinally without incantation, and the unknown person who
swallowed it, were the active and passive participants in a pioneer clinical
research’ [41]. 3gech n fanee — nepesog A.K. Koteposa.

10. ‘When viewed from a minimalistic perspective, some version of the
controlled clinical trial has been in existence for thousands of years’ [57].

11. ‘Some version of a controlled trial has existed for thousands of years’
[58] (co ccbinkoii Ha [57]).

12. ‘Throughout history, mankind has been afflicted by disease and has
attempted to devise treatments to cure or ameliorate the suffering of the
afflicted. It is assumed that this is a desirable aim, and it is also desirable to
know which treatments work, which do not, and whether one treatment is
better than another... some of these questions are rather simplistic, but they
are, in essence, what RCTs are about’ [59].

13. B nepeyHe npasmi no TeCTUPOBAHMIO NPenapaToB Y ABULEHHbI €CTb BaX-
HbIi MYHKT 0 HEO6XOAMMOCTI NPOBEPSATb X WMEHHO Ha 4YenoBeke. G mpucy-
LM, N0-BUAMMOMY, 3TOMY UCCNEA0BATENIO OMOPOM, ABULIEHHA OTMETH, 4TO
TeCTUPOBaHWe CredyeT NPOBOAMTL HA MOAAX, MOCKONbKY MPOBEPKA Ha NbBax
11 NOLIAAAX HUYEro He CKXEeT O AENCTBAN npenapata Ha OpraHuam 4enose-
Kka (*...the medicine might be hot compared to the human body and be cold
compared to the lion’s body or the horse’s body...” [68]). MoxHO npefcTasuTb
3KCMEPUMEHTbI Ha NIOLIAAAX (CKXeM, YNOMSHYTOE NONY4eHNe aHTUCbIBOPOTKM
NPOTUB YyMbl, X0Nepbl 1 ocnbl [23, 24]). HO NbBbI B JAHHOM NaHe ABHO Bbina-
[A0T Ans Nto6bix 3nox. Ha npoTsXKeHnun nocneaytownx CToNeTuii 3T0T NyHKT
ABULEHHbBI B peanbHOCTY CO6MIOAANCS He BCeraa (B0CTaTO4HO BCOMHUTD Tpa-
reauio ¢ Tanuaomugom [70]), HO OH 0653aTeNbHO BXOAUT B TEOPUID KITUHUYE-
CKux ucnbiTannii. Hanpumep, B nocobun 0.1, Menuxosa (2013 r.) [55] ckasaHo,
4TO «[JOCTOBEPHO Npeackas3aTb AeNCTBIUE HOBOI Cy6CTaHLIMM Ha YeNOBEYECKMIA
OpraHn3m Ha 0CHOBAaHUM 3KCMEPUMEHTOB HA XWBOTHBIX HEBO3MOXHO. Papma-
KOKWHETUKA y YeNoBeKa 0TINYAeTCs 0T PapMakKOKUHETUKY AaXe Y MPUMATOB».

14. CnyyaitHblin onbIT xupypra A. Pare B [58, 69, 71, 76] HasblBaloT nepssim
KNMHUYECKNM WCTbITaHUEM B UCTOPWUW. [pyrie MCTOYHWKK (BCEro B Hallei
6a3e 17 no atomy OMbITY) He Tak kateropuyHbl. CornacHo [40] ato ogHo u3
1ePBbIX UCMbITAHWUIA, B OCTANIbHbIX pPaboTax NOA0OHbIX YTBEPXKAEHUNA HET.

15. Horga yTBepXxaatoT, 4T0 y J. Lind 66111 He NUMOHBI, a naimsl [47]. 310,
BEPOSATHO, CBA3AHO C Tem (hakTom, 410 B 1848 r. AAMUPANTECTBO NpeKkpaTu-
N0 NOKynaTb NUMOHbI 32 BantoTy B Cpean3eMHOMOPbE 1 CTano NoCTaBnATh Ha
noT nHawiickne nainmbl [71, 78, 86]. Ho B COKe naitma ackopbUHOBOI Kucno-
Thbl COAEPXKUTCS BYETBEPO MEHbLUE CPABHUTENBHO C IMMOHAMU, NOTOMY LIMHIa
nosBMnach ondTb fJaxe B nocnegHein 4eteeptu XIX B.  BNNOTH [0 3KCneanuun
P. CkotTa B AHTapktugy (1911 r.) 6bina pacnpocTpaHeHa N”TOMauHoBas BepCus
LMHTW (T.e. KaK peaynbrar oTpasneHus) [78, 86].

16. J. Lind onucan cBoi onbIT B page nyénukaumnii (Hanbonee nasectxa [9], cnu-
cokcMm. B[91]). 0nHaKo cam OH He 6b1N1 10 KOHLA y6exxieH CBoUM onbIToM [1,15,42],
0TAaBas NpeAnoyTeHNe «4UCTOMY CyXOMY BO3AYXY» [1,42] n peKoMeHAys XpaHnTb
He COK, a TepM006pabOTaHHbIN KOHLEHTPAT, 4TO pa3pyLuano ackop6ar [30, 91].
B [pyrux WCTOYHMKAX, Kak BMAHO W3 Tabnuubl 3 (cMm. npum. 14), nep-
BbIM Has3biBalOT xupypra A. Pare. CnefyeT Taikke y4uTbiBaTh, 4TO eLle
3a 150 ner gmo J. Lind Ha aHrnuiickom (hnoTte yXe MCNOMb30Banu npo-
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TUBOLWMHIOTHBIA  3CDCDEKT  LMTPYCOBbIX (CM. B Tabn.
J. Lancaster, 1601 r.).

17. Toppo6Hee pacnpefeneHve nytem yepefosanus (alternate allocation),
BKIII04ast ero UCTOPMIO, HaMe4YeHo paccmoTpeTb B CoobLieHnn 3. 3T0T MeTon,
B OTNINYNE OT PaHLOMU3AUMKA NO Tabnuue ClyyalHbli Ynucen, NOTeHUManbHO
NOLBEPXEH CMeLLeHno oTbopa (aHrm. selection bias) BcnencTeue cybbekTu-
BMU3Ma Bpayen u uccnegosarteneit [7, 40, 60, 109-111] (cm. Takxe B Co06-
weHun 1 [8]). Tpadhuk paHZOMM3NPOBAHHOTO PACMPefeneHuns nerdye CKpbiTb,
4em npuHLKMnb Yepegosanus [110]. XoTs (TEOpPeTUHeCKN U Npu 3HAYNUTENbHON
BbIOOPKE) KBa3MPaHAOMU3MPOBAHHOE pacnpefenieHne YepeaoBaHnemM MOoXeT
C03/aThb [OCTAaTO4YHO PABHO3HAYHbIE PYMMbl, anpuOPHOE 3HaHWe O rpynne,
B KOTOPYI HA3HA4aeTcs y4acTHWUK, CMOCOOHO MOBAUATH HA PELLEHWE O TOM,
cnefyeT nu emy yyacteosatb B CT [7]. [pu 4epefoBaHum TONbKO NepBoe pac-
npegenexne ang neveHus aBnseTcs AeicTBUTENbHO cnyyaiHbim [59, 111], no-
CKOMbKY KOTfIa Tepanus NpoBOAUTCS MO 3apaHee YCTAHOBMEHHOMY MnaHy (Ha-
npumep, No AHI0 UK BPEMEHW FOCMUTANN3ALNN), TO BPaY, XenarLLyni, Y4To6b
€r0 MaumMeHT NoAY4YMI KOHKPETHOE NeYeHme, MOXET, Y3HaB NaH, 0praHu3oBath
npuem nauueHTa B Haubonee 6naronpuATHbIR MOMeHT [40]. CnegyeT, 04HaKo,
Y4UTbIBATb, Y4TO MpeAcTaBneHHble B Tabnuue 3 CT BbINONHEHbI BOBCE 6€3 an-
rOPUTMU3MPOBAHHBIX MOMbLITOK CHOPMIUPOBATb PABHO3HAYHbBIE TPYMMbI U B HIAX
OTCYTCTBYET AaXKe KBa3MpaHLoMU3aums.

3 mpo KanutaHa
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