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RNCT MPOKPAJINCb HESAMETHO...

CraTtucTukm BCE npocnanu @

ORIGINAL RESEARCH - Volume 175, 111540, November 2024 ¥, Download Full Issue

A meta-epidemiological analysis of post-hoc comparisons and primary endpoint

. interpretability among randomized noncomparative trials in clinical medicine

Alexander D. Sherry @ - Pavlos Msaouel 2.0.¢ & - Ethan B. Ludmir & 4¢ &

8- m = 0.28; 95% CI: 0.17 to 0.39; P < 0.001
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RNCT NMPOKPANNMNCb HE3AMETHO... XXIXKI]HTPE[:B 2025

CraTtucTukm BCE npocnanu @

SIGNIFICANC= P

) . Since the article was published | have certainly received a fair number of messages
Issues  Advance Articles  Submit ¥  Purchase o , ,

and phone calls by statisticians in shock and unable to contain their use of of 4-letter
words 2

SIGNIFICANC= JOURNAL ARTICLE

Bad stats: A regular series exploring slip-ups, snafus

and salutary lessons from the world of statistics @
Pavlos Msaouel

Significance, Volume 22, Issue 3, May 2025, Pages 40-44, https://
Volume 22, Issue 3 doi.org/10.1093/jrssig/qmaf029
May 2025 Published: 28 March 2025
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KTo BUHOBaT?*

9 Do we know the first researcher who used or proposed this method? | would love to know who to

blame.

davidcnorrismd Sep 2024

Is there some canonical set of methodological references on RNCT’s, Pavlos? Or is this more an
accidental development? Who are the statisticians supporting these designs?

* PUTOPUYECKMIA BONPOC, HE UMEOLLINIA XXIX POCCHICKMI

OHKOAOHYECKHH
el Lienblo OCyXAeHne Koro Obl To Hi BbIno KOHIPECE 2025 &
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C YEro BCE HAYAIIOCb HA CAMOM [ENE?

A ekt «rnyxoro TesniedoHa

“% T2harrell © Sep 2024

There is a general theme that bothers me to no end. Statisticians often appear to
prioritize helpfulness over principles.

Misconceptions and a “broken telephone” effect

SIGNIFICANCZ

How did we get here? One plausible explanation is a kind of “broken telephone” in
clinical research: a design is proposed, someone endorses it for reasons that might be
poorly understood, and the next wave of researchers follows suit without stepping back
to question the fundamentals. The impetus may be a widely held but vague notion that
“randomisation is good”. If randomisation is viewed as a ritual that grants an

Volume 22, Issue 3 “evidence-based medicine” halo, then we end up with RNCTs.

May 2025
TIamoTTs 10 Uate CN5dUEUT CUdIT & EVeTdIU0 U, SddU d
0 Pages 271-280 | Received 08 Feb 2021, Accepted 08 Apr 2021, Accepted author version posted online: 09 Apr 2021, Published online: 19 Apr 2021
Altmetric &6 Cite this article https://doi.org/10.1080/23808993.2021.1915693 ™ Cneck orupdates

AN

rosoncoweb.ru 6
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NNPUYNHBI PACMTPOCTPAHEHUA RNCT

['MnoTesa 1

« Pangomu3saums — «3onotoun ctaHgapt»: + 100 k gokasatensHocti, + 100 k nybnukabensHOCTH

rosoncoweb.ru




NAOLWKA PAHOOMU3ALIUA

Heobxogmmoe 1 ocTaTouHOE YCnoBue BbICOKOrO YPOBHS AokasatensHocTu (HET)

THE LANCET
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HIERARCHY OF
SCIENTIFIC EVIDENCE

N

COHORT STUDIES

CASE CONTROL STUDIES
CROSS-SECTIONAL STUDIES
CASE REPORTS/CASE SERIES

BACKGROUND INFORMATION/ EXPERT OPINION

Thisjournal ~ Journals  Publish  Clinical  Global health  Multimedia

ARTICLES - Volume 403, Issue 10431, P1061-1070, March 16, 2024 ¥, Download Full Issue

Sunitinib for metastatic progressive phaeochromocytomas and paragangliomas:
results from FIRSTMAPPP, an academic, multicentre, international, randomised,

placebo-controlled, double-blind, phase 2 trial

rosoncoweb.ru

Eric Baudin, MD &2 & - Prof Bernard Goichot, MD ® - Prof Alfredo Berruti, MD © - Julien Hadoux, MD 2 - Salma Moalla, MD 2 -

Events

About

Sandrine Laboureau, MD 2 - et al. Show more

Affiliations & Notes v Article Info »  Linked Articles (1)
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NNPUYNHBI PACMTPOCTPAHEHUA RNCT

[MnoTesa 2

« PaHgomunsaums — «BoriebHas nanoyka»: yHUYTOXaEeT Bce cuctematmnyeckue owwmnbku, +100 k MOLLHOCTM

rosoncoweb.ru
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PAHOOMMU3UPOBATb U HE CPABHUBATb

Ho ecnu o4eHb X04eTCs CpaBHUTbL, TO MOXHO (HET)

zes for early
1 oncology

A meta-epidemiological analysis of post-hoc comparisons and primary endpoint
interpretability among randomized noncomparative trials in clinical medicine

Alexander D. Sherry @ - Pavlos Msaouel &P & - Ethan B. Ludmir & 4e = b

T =]

. After characterizing all published randomized noncomparative trials (RNCTs) in the medical literature, we find that 51% of

RNCTs compared outcomes between arms, despite their study name, and 86% of RNCT primary outcomes lacked

interpretability.

T T YT P T T IO T U e T T IO o BT T T TU PT U VT Tu Y PV ool UV iU o oo TOT Ty TTo T 0 oo ToTTe
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NNPUYNHBI PACMTPOCTPAHEHUA RNCT

[vnotesa 3

» bonblwas BapnabenbHOCTb MCXOOO0B / peakue cobbiTns / HebonbLLOo NpeanonaraeMblin 3deKT Tepanmu:
« +100500 K YuCneHHOCTM NaLMUEHTOB, KOTOPLIX HYXHO BKMOUNTL B PKA
o +100500 net k gnMTENLHOCTN HabntoAeHNs 3a HUMK B PKIA

« B RNCT He npeanonaraetcs cpaBHeHWe rpynn paHgoMusaumu:
* 4100 k 0bneryeHmo oT OTCYTCTBUS HEOBXOAMMOCTY pacCUnUTbIBATL BbIOOPKY Anst 3TON 3a4auu

*  Wnmn +100 Kk rubkocTn (3ameHa Ha pacyeT BbIOOPKM NOA CPABHEHWE CPEAHEro 3Ha4YeHMs Ucxoda ¢
HEKOTOPbLIM NOPOrom)

rosoncoweb.ru
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MEXOY CPABHUTEJIbHbIM 1 OQHOPYKABHbIM

«/HTepecHoe pelenune» (HET)

_ simongates Apr 17

The second of those trials (the Italian one) suggests a possible reason for using this design: they
can compare each group to a single point value (and choose a nice low one) so more likely to get

a “statistically significant” result.

Good question! There’s definitely an ethical dimension here - if we're asking patients to join an
experiment and accept a novel treatment that could harm them, we have an obligation to make
sure that it's soundly designed and will yield useful information.

~ simongates Apr 18 p

mply
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m, as

in the single-arm design, with the advantage that the control arm will be used to assess the reliability of

the historical data (i.e. of the null hypothesis) used in the design

rosoncoweb.ru




A 4yTO, COOCTBEHHO, HE TaK?

. simongates

It's like people have forgotten what the whole point of randomisation is.

E fZharrell ©
: So we have
' bad news — coverup — find a dishonest unethical design hiding the bad news

Q f2harrell ©
The authors’ “calibration” remark is an example of ill-specified methods and fuzzy thinking.

Calibration in this context means anything you want it to mean.

rosoncoweb.ru
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UCCNEQOBATENbCKWX BOMNPOC

Hayvano Havan

WUccnepoBatensckuit BONpoc OueHka MpoBepka runoTessbl
OnucaTtenbHbIN: YacToTa 06bEeKTMBHOrO OTBETA A\ccnepoBaTenbeckas runoTesa:
oXxapakTepu3oBaTb (MOO) Ha Tepanuio By naumeHToB ¢ Yy nauueHToB ¢ 3abonesannem N 40O
pacnpegeneHue nokasatenss B  3abonesaHnem N ¢ 95% W Ha Tepanuio B > 40%

LLeneBon nonynauum (cpaBHeHWe ¢ NOporom)

Kay3anbHbin (MPU4MHHO- OtHowwueHwe puckos (HR) ans obwen  Wccneposatenbckas runoTesa:
CNeACTBEHHbIN): OLEHNTb BbikBaemocTn (OB) Ha Tepanum Ay naumeHToB ¢ 3abonesaHnem M OB Ha
ek (BNusHue) Mo cpaBHEeHMIO ¢ Tepanuen Cy Tepanuu A > OB Ha Tepanun C
BO3JEMCTBUS Ha UCX0[ B nauneHToB ¢ 3abonesaHnem M (cpaBHEHME C KOHTPONBLHOW rPyNnown)

Lieneson nonynauum

MpeackasaTenbHbIN: Npeacka3aHne ucxoaa Ans HoBbIX HABMOAEHN MO UX UCXOOHBIM XapaKTEPUCTHKAM

A

rosoncoweb.ru
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KAY3AJIbHbIE NCCINEOOBAHUA

Yro Obino Obl, ecnu Obl...7

BospneiicTBue X @

BbiBOA AnAa
*  OueHuTb a(pheKTMBHOCTL BO3AEUCTBUA 6€3 KOHTPONBLHOW rpynnbl HEBO3MOXHO nonynALMm
* YT0 6b1110 6bI C MCXOOOM, €CNK Bbl NALUMEHT HE MOMNYYKN 3TO BO3AeNCTBME? /

SddekT Bo3aelicTaua = AY

? i

AY =YX =A)—Y(X =C)

BosgenctBne A / C -"

rosoncoweb.ru
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PAHOOMU3ALUA U EE MULLEHDB

C TOYKM 3PEeHNA NPU4NHHO-CNEANCTBEHHOIO BbIBOA

« PaHgomusauus Bo3aenCcTBUSA — NPOLIECC NPUHSITIS PELLeHUst O TOM, Kakoi MalMeHT kakoe BO3aencTame
NOMYYNT, C UCMONB3OBAHMEM 3NIEMEHTA CIyYaliHOCTI — TAKOr0, YTO BEPOSITHOCTb MoMnafaHns NaLmeHToB
B KaXkyto rpynny BO3aenCTBUS OAMHAKOBA (ANs BCEX NaLMEHTOB)

 [o3BonseT n36aBUTLCA OT OAHOIO UCTOYHUKA CMCTEMATMHECKNX OLIMOOK — KOH(bayHAWHTa,
BRusAOLLEro Ha HasHaveHue Tepanuu (confounding by indication)

KoHdayHaep Kpoccosep:

3dPeKT BO3AENCTBUA = AY

Panpomunsauma A/ C

rosoncoweb.ru
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PAHOOMU3ALUA HE 1A TOro, YTObBbI...

 HeT, cama no cebe oHa He 0bs3aHa. ..

POCCHACKHA
OHKONOTHYECKUH
KOHIPECC 2025

« CobanaHcupoBaTb rpynnbl N0 UCXOAHLIM
XapaKkTepucTuKam

— 370 BooOuie He HyxHO B PKU

M PaHgomusaums 6anaHcupyeT rpynnbi no

noTeHuuarbHbIM UcCxogam

« 3aWwuTuTb OT APYrMX CUCTEMATUYECKUX
owmnbokK, nommmo confounding by indication

— [Ins KaXaoro UCTOYHMKA CUCTEMATNYECKNX OLIMOOK —
CBOW cnoco® VX nNpeoTBPALLEHMS, KOPPEKLIMA UK

daHanna3a 4yBCTBUTENbHOCTH

M WHTepKyppeHTHbIe COObITUSA B KOHLENLUUM

actumanpa (ICH E9 Addendum)

rosoncoweb.ru
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PAHOOMU3ALUA HE 1A TOro, YTObBbI...

 HeT, cama no cebe oHa He 0bs3aHa. ..

« [laTb BO3MOXHOCTb AenaTb BbIBOAbI O — TaKyt BO3MOXHOCTb MOXET AaTb TOMNbKO CnyYanHas
KakoM-n1Mbo napameTpe pacnpeaeneHus BblOOpKa NaLMeHTOB 13 LienieBON NONynALUN
Kakoro-nmbo nokasatens B LIENEeBOK M Tpu 3TOM paHIoMMU3aLMS BO3AENCTBIS NO3BONSET
nonynauuy B rpynmne BO3AENCTBUS UMK B aenatb BbIBOAbI O pa3HuLie Mexay rpynnamu
KOHTPOIMBHOW rpynne (Hanpumep, 0 MeanaHe (pa3Huue B cpegHux unum otTHoweHusx — HR, OR,
BbXMBAEMOCTU Ha Tepanuu B) RR, IRR) npu otcyTcTBMM MoandmkaTopoB addpekTa /

UX pacnpefeneHum, kak B LIENEBO nonynsauum / ux
BKIMIOYEHWUN B MOZENb

rosoncoweb.ru
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A

A meta-epidemiological analysis of post-hoc comparisons and primary endpoint
interpretability among rcmdomized noncomparotive trials in clinical medicine

A LOI: Lack of Interpretability in RNCTs

0L ® 000

. — YU
Non-random selection

oge
'-‘ (e.g., inclusion/exclusion) Eligible Patients

Patient Population O —

+ Treatment
Estimate Thresholds '| |‘
Kaplan-Meler Survival Curve ‘ ‘ .

'-‘ '-‘
Historical Controls !

Convenience (Non-Random) Samples Are Not Representative of Populations

Strong assumptions are required and should be explicitly stated when
comparing 95% confidence intervals from group-specific outcomes to
historical controls/thresholds

rosoncoweb.ru
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Clinical trials, which require patient
consent and use inclusion and
exclusion criteria to select patients,
study convenience samples rather
than random samples and therefore
cannot be used to reliably estimate

population outcomes

19
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PAHOOMU3ALUA HE 1A TOro, YTObBbI... T

 HeT, cama no cebe oHa He 0bs3aHa. ..

« [laTb TOuYHy0 oueHKy adpdpekTa
(Y3KuW JOBepUTESbHbIN MHTEepBan)

— IJTO (PYHKLWS TOrO, YTO MOXET YMEHbLUUTDb (Y3K1e KpuTepum
oTbopa) Unn «06BLACHUTLY BapnMadbenbHOCTb UCXOQ0B
BHYTPU rpynn

M Crpatudukaums + 6riokoBas paH4oMM3aLms ¢ NocnegyoLwmm
CTpaTUULMPOBAHHEIM aHaN13oM

M Perpeccusi ¢ koBapuaTamm Anst NPOrHOCTUYECKMX NPU3HAKOB

rosoncoweb.ru
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3AYEM HY)XXHA PAHOOMU3ALIUA

BToporo MHeHMs BbITb HE MOXET

*  Yr106bl Mbl MO COENAaTb BaNMAHbLIA NPUYNHHO-CNIEACTBEHHDIN BbIBOA 00 3PEKTE MHTEPECYIOLLETD
HaC BO34eNCTBUS Ha UHTEPECYIOLLMIA Hac UCXOZ, (= KOPPEKTHO OLEeHWUTb ero 3dh(eKT Mo CpaBHEHUIO C
KOHTPOMbHOW rpynmnon) B Lenesown nonynayum

rosoncoweb.ru - 21
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NMOYEMY RNCT OKCHOMOPOH

PaHgoomusaums He pabotaeT «odd-nendsn»

« PaHgomusaums nogpasymeBaeT anbHenwee cpaBHeHNe rpynn

« Ecnu uenbto nccnenosaHus He aBnseTca cpasHeHne rpynn paHgomusauu 8 RNCT, To paHgomusaums
MO HAM HE HyXHa

 [lo oUeHKaM CpeaHUX 3HaYEHN CXOAO0B (BbIKMBAEMOCTb, YaCcTOTa OTBETA U1 T.M.) B K&XA0M rpynne
RNCT Henb3as BygeT caenath BbIBOA O HUX B LiENIEBON NONYNsALMK 13-3a HECINYYaHOCTM BbIBOPKM
YYaCTHWKOB UCCNEAOBAHMSA U3 Hee

» CpaBHeHuWe cpeaHuxX 3Ha4YeHnin ncxonoBs B otaensHom pykase RNCT ¢ noporoBbiM 3HaYeHeEM
He No3BONseT caenatb BblBOA 00 9(DEKTUBHOCTM COOTBETCTBYHOLLEN TEPAnUM (3TO MHCTPYMEHT ANns
PeLUeHKs onncaTenbHON, a He Kay3asibHOW 3aaum)

» CpaBHeHMWe cpeaHuX 3Ha4YeHNn ncxoaoB B otaensHoM pykase RNCT ¢ uctopuyeckon unm napansnensHowm
BHELLUHEN KOHTPONBbHOW rpynnoi TpedyeT KoppeKLUum KoHayHaNHra

rosoncoweb.ru
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NNPUYUHbI PACMTIPOCTPAHEHUA RNCT*

[unotesa 4 («Habonenoy)

« OrcyTcTBME Ananora Mexay KNUHULIMCTaMU U CTaTUCTMKaMK

* Hexsatka KBanmMguumMpoBaHHbIX CTAaTUCTUKOB

*  Hu3kuin ypoBeHb 06pa3oBaHs B 0b6nacTut CTaTUCTUKK 1 ee dunocodun (1)

* bonbluas Bapuaums ksanugmkaLmm cpeam «CTaTMCTUKOBY

 [lybnmkauusi B BbICOKOPEMTUHIOBOM XXYpHane Kak Mepusio ycnexa u npuMep Ans nogpaxaHus

BocnpusiTne onpoBepXeHMI OT CTATUCTUKOB KaK YacTW «Hay4YHOW ANCKYCCUN», 0OMEHA «MHEHMAMMY ABYX
CTOPOH, KaXA0€ 13 KOTOPbIX AOMKHO ObITb YCIbILLIAHO ayauTOPUEN

3akoH bpaHaonMHK: KONIMYECTBO SHEPTUM, HEODXOAUMOW NS ONPOBEPXKEHUS YYLLW, HA NOPSAOK BonbLue,
yem TpebyeTcs Ans eé npoun3BoAcTea

* AcummeTpus ponen (novemy CTaTUCTUKM He MULLYT B CBOMX XypHarax ctaTby Mo OHKOSIOrin??)
« CBefeHve ponu CTaTUCTUKA K pacyeTy p-3HayeHnin n o6 beMa BbIGOPKK
* 1 MHOTMX APYrMX CTaTUCTUYECKNX OKCIOMOPOHOB

rosoncoweb.ru
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Yo penatb?
9 f2harrell © Jun 1

I'd like to better understand the original motive for such a stupid design. Perhaps it had to be the
perception that it was lowering the bar, to make finding treatment benefit easier.

) simongates (od e Pavlos_Msaouel

This is all fascinating. The message that | take from it is that we can all get it very wrong
sometimes. So probably a good idea to be open to criticism and prepared to learn.

POCCHACKMH
OHKONOTUYECKHU
rosoncoweb.ru KOHIPECC 2025
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YUYUTBCH, YHUTBCA U ELLEE PA3 YHUTBCA

[TpeanoxeHne 1 — oyeBmaHoOE

To consult the statistician after an
experiment is finished is often
merely to ask him to conduct a post
mortem examination. He can

HanaxuBatb guanor:
» CratucTtuka 6e3 JOMEHHOrO 3HaHWS HE UMEET CMbICna
» (CratncTuka HauMHaeTcs ¢ AnsaiiHa uccnenoBaHus
» CTaTtncTuyecknit BbIBOA # UCCNeaoBaTeNbCKUiA BbIBOL
* HayyHble uccnenoBaHms # NpUHATME PeLleHNA

perhaps say what the experiment
died of.

« CTaTMCTMKa — HayKa O HeonpeAeneHHOCTH, a He O NPUHATUAN PELLEHNIA: AOBEPUTENBHBIE MHTEPBATbI
ropa3ao 6onee MHPOPMATHBHbI, YEM P-3HAYEHUS]

* He xauTe / He ULMTE NPOCTOro OTBETA HA CIOXHbIN BONPOC
* W3syyeHue cTaTUCTMKMU HAYMHAETCA C ANUAEMUOSIOTUM

* Ha nyTn OT NOCTAHOBKM MCCNEA0BATENLCKOro BONPOCa 40 NOMYyYeHKst OTBETA HA HETO AEeNaTCs ABHbIe
U HesIBHbIe AONYLWEHUA — ANs NOMHOLEHHOrO UCCNeaoBaTeNbCKOro BbIBOAA C YYETOM OrpaHuveHun
HEOOX0AMMO MX NOHUMATb

rosoncoweb.ru
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PKW: «NOCYUTANTE OB BEM BbIEOPKW MOMEHbLLE»

[TpeanoxeHue 2 — Heo4eBMOHOE

» Crpartudmkaumsa / perpeccusi ¢ KoBapuatamu gns NPOrHOCTMYECKMX NPU3HAKOB
 ECnu MOXHO He KaTeropuaoBaTb KOBapuaTbl, He HYXHO KaTeropu3oBaThb
* TocnepoBartenbHble AUM3anHbl C MATKUMUW FPaHMLIAMM ONA OCTAaHOBKM N0 6ecnone3HocTu
 [lepekpectHble PKW, N-of-1?
« CypporaTHble KOHEYHbIE TOYKN?

rosoncoweb.ru
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ECTb AU3AWHBI MOMWUMO PKU U RNCT

[TpeanoxeHne 3 — nornu4yHoe

Ecnwn 3agaya — cpaBHeHWe ¢ onpeaeneHHbIM KoMNapaTopoM npu HEBO3MOXHOCTK nposecTi PKU, To
HepaHAOMU3NPOBaHHOE CpaBHUTENbHOE UCCNefoBaHNe, B TOM YMCie OQHOPYKaBHOE
uccnefoBaHue ¢ BHELHEN KOHTPOSbLHOW Fpynnon

» [Ins an3anHa pekoMeHayeTcs norpy3nTbCsl B
N3y4YeHne TeopUmn NPUYNHHO-CREACTBEHHOIO
BbIBOAA W AMYNSLMW LieNIEBOrO MCCNEA0BaHUS

* He «ncesgopaHaoMu3almen»”™ equHon: y
propensity score matching (PSM) ectb macca
HeJoCcTaTKkoB, HO eCTb M Macca bonee
NPUEMNEMBIX anbTePHATNB

Whenever there is a
randomized way of doing {Sral
something, then there is o -
nonrandomized way that e
delivers better performance

but requires more thought

* C TOYKM 3PEHUA CTaTUCTUKK, 3TO HeKOppeKTHbIVI TEPMUH

rosoncoweb.ru
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RNCT - HUKOI'JA-HUKOI'OA?

l_[ UccnepoBaTenbckas 3agaya ]_l

OnucarenbHas

(oueHnTb YacToTy oTBETa/

_ BbIKVBAEMOCTb Ha Tepanyu B)

}

(.

PaHgoMusaumnsa He HyxHa \

OnHopyKaBHOMO
MCCNeaoBaHNs MOXET
ObITb 4OCTATOYHO
Bonpoc BHelUHei
BaNMHOCTH OCTaeTCs
OTKPbITbIM

J

(oUeHnTb BUsiHWe Tepanuu B Ha
YacToTy O0TBeTa/ BbIKMBAEMOCTb)

KaysanbHas

7

Panaomu3sauus
BO3MOXHa

N\

J

v

* PKW ¢ yueTom
pekoMeHaaLmi
BblLLE

J

POCCHACKHA
OHKONOTHYECKUH
KOHTPECC 2025

PaHpomu3auus
HeBO3MOXHa

v

.

 HepaHpomuanposaHHoe
KOHTPONMPYyeMoe 1ccnegoBaHue

 OpHopyKaBHOe 1ccreaoBaHue ¢

BHeLUHe KOHTPOSIbHOM rpynmnoil

J
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