UpuHa bBoHpapeBa, 4.0.H.
Beaoywmn buoctatuctuk Data MATRIX
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"OCHOBHbIE 3M1EMEHTbI An3anHa, BONpPocChI
nnaHMpoBaHUA N MeTodbl CTATUCTUYECKOTO
aHann3a gaHHbIX peanbHOW KNMHUYECKOM
npaktmkun (RWD), noBblwarouwme Ka4ecTBo
nokasatenbHoctn (RWE)"



OMUCATEJIbHbIA AHATIU3

pacnpoCTpPaHEHHOCTb
3aboneBaHun

4aCTOTa HOBbIX Clly4aeB

€CTeCTBEHHOEe TeYyeHune
3aboneBaHun

naTTepHbl Tepanum

MCMNONb30BaHNE PECYPCOB
3paBoOOXpPaHeHns

Ka4yeCTBO XN3HU

YyacToTa HeXenaTernbHbIX
ABINEHUN

oueHka adppekta B
“‘oOHOPYKUX™ UccrnegoBaHNAX
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OcHoBHbIe uenun RWD-aHanu3sa

METO[ObIl KITACCUDPUKALIUA

U NMPOIMHO3A

aHanm3 BNUAHNA bakTopoB
Ha pe3ynbTaTbl NeYeHns

MOZENN BEPOATHOCTU OTBETA
0N NaLMeHTOB C
onpeaeneHHbIMU
XapakTepucTukamm

MoOenu naeHtTudukayum
NauMeHToB Mo PUCKOM
onpeaeneHHbIX MeaULMHCKNX
cobbITUNn

Data
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RWE UCCIIEOOBAHUA ONA
NOOAEPXKU NMPUHATUA
PErYNATOPHbIX PELUEHUN

AnemMeHTbl An3aunHa:

v" IHTEPBEHLMOHHbIE NMPOTUB
HEUHTEpPBAHLMWOHHbIE

v" PaHOOMU3NPOBaHHbIE
NpoTUB
HepaH4OMU3NPOBaHHbIE

v" [1lpocnekTMBHbIE NPOTMB
PETPOCMNEKTUBHbIE

v [MparmaTtunyeckue,
rmopuaHble

Berger M.L., et al. “Good practices for
real-world data studies of treatment and/or
comparative effectiveness: Recommendations
from the joint ISPOR-ISPE Special Task Force
on real-world evidence in health care decision
making” // Pharmacoepidemiol Drug Saf.
2017;26:1033-1039,
https://doi.org/10.1002/pds.4297
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OcCHOBHbIEe PEerynAaAToOpHbIe JOKYMEHTDbI

Pamo4Haga nporpamma FDA (2018) no gokasaTtenbcresam B
pearibHOM KINMHWUYECKOW NpaKkTuKe onpeaenseT au3anHbl, KOTopble
MoryT cosdgasatb RWE, n BBoguUT noHATME “rMbpunaHbiv An3anH’:

“...various hybrid or pragmatic trial designs and observational
studies could generate RWE”

“...hybrid trials that include both traditional and pragmatic clinical
trial elements”

OCHOBHbIE NONOXeHUA:

MpurogHocte RWD ans ncnonb3oBaHMA B npouecce noaaepKkm
pPerynaTopHbIX peLieHnm

MoxeT nu nccnegoBaHue (gaHHble, AM3anH, NPpoBeEHNE
nceriegoBaHus) ncnonbayrolleecs ana nonydyeHns RWE,
NpeaocTaBUTb adekBaTHOE Hay4yHOe oKa3aTesibCTBO A4 OTBeTa
NN NOMOLLM B OTBETE Ha PErynsaTtopHbIn BONPOC

CoOoTBETCTBYET NN NPOBOANMOE UCCea0BaHNE PErynsiTOPHbIM
TpeboBaHusm FDA (Hanpumep, B OTHOLLEHUM MOHUTOPUPOBaHMUA
nccrnenoBaHms U cbopa AaHHbIX)

@ dm-matrix.com
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ADMINISTRATION

U.S. FOOD & DRUG
O

FRAMEWORK FOR FDA'S

REAL-WORLD
EVIDENCE
PROGRAM

United States Food and Drug Administration.
Submitting documents utilizing real-world data
and real-world evidence to FDA for drugs and
biologics, 2018



OcCHOBHbIEe PEerynAToOpHbICe OJOKYMEHTDbI

Submitting Documents
Using Real-World Data
and Real-World Evidence
to FDA for Drug and

Biological Products
Guidance for Industry

.5, Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)
Oncology Center of Excellence ((WCE)

September 2022
Procedural

Leah Burns, et al. “Real-World Evidence for Regulatory Decision-
Making: Guidance From Around the World” // Clinical Therapeutics,
Vol 44(3): pp. 420-437, 2022, Accepted for publication January 21,
2022 https://doi.org/10.1016/].clinthera.2022.01.012.
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Considerations for the Use
of Real-World Data and Real-
World Evidence to Support
Regulatory Decision-Making
for Drug and Biological
Products

Guidance for Industry
DRAFT GUIDANCE

This guidance document is being distributed for comment purposes only.

Comments and suggestions regarding this draft document should be submitted within 90 days of
publication in the Federal Register of the notice announcing the availability of the draft
guidance. Submit electronic comments to https://www regulations gov. Submit written
comments to the Dockets Management Staff (HFA-305), Food and Drug Administration, 5630
Fishers Lane, Rm. 1061, Rockville, MD 20852. All comments should be identified with the
docket number listed in the notice of availability that publishes in the Federal Register.

For questions regarding this draft document, contact (CDER) Tala Fakhouri, 301-837-7407, or
(CBER) Office of Communication, Outreach and Development, 800-835-4709 or 240-402-8010.

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

December 2021
Real World Data/Real World Evidence (RWD/RWE)

United States Food and Drug Administration. Draft
Guidance for Industry, Considerations for the Use of
RWD and RWE to Support Regulatory Decision —
Making for Drug and Biological Products, 2021.
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[MloTeHumanbHoe ucnonb3osaHne RWD/RWE &% METRIX

MHTepBeHLIVIOHHbIe

PaHOooMu3auMOHHbIe MHTEepBeHLUMNOHHbIe HepaHAOMU3NPO-
BaHHbIE

HepaHAOMMSMpOBaHHbIe

HeunHTepBeéHUMNOHHbIE

TpaguunoOHHbIEe PpaHAOMU3UPOBAHHbIE HabnwogartenbHble

UccnepoBaHusa peanbHOU

nccnepgoBaHua ¢ ucnonb3osaHmem RWD .
T e KIMHUYECKON NPaKTUKN Ll ol s
RWD ans ePK + oToenbHble
OLIEHKM rnokasarenu, “ » Peructpol
KpUTEPMEB naeHTMdULMpyeMble PKW ¢ ncnonbsosatnem m(c):g:gp,pg;gimq c
oT6opa / no RWD ePK n/unn RWD [MpocnekTnBHbIE
5 BHELIHUM KOropTHbIE
dun3nbunsHoCTH KOHTpOMEM,
nccmefoBanus RWD MOBITBHBIX Synthetic control
YCTPOMCTB A1 OLIEHKU AN
RWD ans pPa3finyHbIX
NoAaePKKH noaaepXXusaroLmx c .
BbIGOpa caiiTa nokasareneu JEAENI= SRl
(Hanplﬂmep, BbI3OBbI PeTpocnekTneBHble
CKOpOW MOMOLLM) KOropTHble

Ha ocHose Jacqueline Corrigan-Curay “ The FDA Real-World Evidence (RWE) Framework
and Considerations for Use in Regulatory Decision-Making”, presentation May 12, 2021 5



[MpnynHbl ncnonb3oBauna RWD/RWE uccnegoBaHum &% MATRIX

[MepeBof y4aCTHUKOB MOCe OTHOCUTENBHO
KOPOTKOro nepuoga HabngeHus rno pesynbratam
NPOMEXYTOYHOro aHanmnsa ¢ HeadPeKTUBHOM
Tepanuun cpaBHeHNA Ha boree adEKTUBHYIO
Tepanuio uccriegoBaHus

CnoxHocTu ¢ Habopom B nccnegoBaHme
(cTpax noTeHumanbHbIX Y4aCTHUKOB BbITb
BKINIOYEHHBIMW B KOHTPOSbHYIO rpynny)

OpdraHHble 3aboneBaHus,
MONEKYNspHble noarpynnol
“ “ OTn4yeckme acnekrbl

Ho...

BIAS - “lack of internal validity or incorrect assessment of the association between an exposure and an effect in the
target population in which the statistic estimated has an expectation that does not equal the true value” (Hennekens,
Buring, and Mayrent 1987; Delgado-Rodriguez and Llorca 2004).

CHWKeHne pucka pasocnenneHnsa pe3ynbTaToB
nccnenoBaHUs U HapYLLEHUS LeNOCTHOCTH
OaHHbIX

CHWwKeHne BpeEMEHN OXKXNOaHUA pe3ysibTaTOB,
CTOMMOCTU nccnengoBaHuUA

@ dm-matrix.com



Mepbl MUHUMM3ALUN CUCTEMATUYECKUX OLUNOOK &® Mirnix
B RWD/RWE uccneaooBaHusX

A3biK “actumanpoB” (ICH
E9 (R1), 2019)

FapMOHM3aUMA CTPYKTYpPbI
n cpopmaTta 4OKYMEHTOB,
Yyek-iucmoe u wabsioHoe
Osi1s1 nnaHUpoeaHusi

u pernopmupoeaHusi
pe3synbmamoe RWE-
uccniedoeaHull

Bbi6op U ncnonb3oBaHune
afeKBaTHbIX 3/1eMEHTOB
An3anHa u MeToaoB
aHanusa AaHHbIX

@ dm-matrix.com

LIEJ/Ib TFAPMOHU3ALUWN u CTAHOAPTU3ALIUN:

[MpepgocTaBUTb HADOP OCHOBHbLIX PEKOMEHOALMN B KA4eCcTBe
onopbl 4519 BCero Hay4yHoro npouecca OT co3gaHnsa BanuaHoro
NPOTOKOSIa UCcrenoBaHNa o perncTpaummn, nytem peanmsauum u
pPenopTUPOBaHUSA peann3oBaHHbIX PELLEHUN,

YnyduwuTb nNpo3payvHoCTb,

BHeapuTb nocnegHne JOCTUXKEHUS/ cornacoBaHNs B OTHOLLIEHUN
YPOBHS AeTanemn, KoTopble BaXHbl A1t ONUCAaHUS UCCNeaoBaHus,

[Momoub UccrnegoBaTensiM paccMaTpuBaTb U JOKYMEHTUPOBATb
BblbOp/ peweHnsi/ 000CHOBaHUS ANs KNKYEBbIX NapaMeTpoB
nccrenoBaHus, NCNOMb3YHLWNXCA 48 oTBeTa Ha OCHOBHOM
BOMpoC,

CnocobcTBoBaTh NPOLECCY NPUHATUA PEFYNSATOPHOIO PELLEHUS,
OaBas BO3MOXXHOCTb 9KcnepTam ObICTPO HAaWUTK KIHOYEBYHO
NHdOPMaLNIO, OLEHNTL NOTeHUWan ans cucTeMaTuyeckmx
owmnbok (bias) B cBs3U C peann3oBaHHbIMU METO4AaMU,

[oBbILLATL CTPOroCcTb NPOBEAEHNSA UCCIeNoBaHUA U
noagepXXmBaTb NOHUMaHUe METOO0B U HTepnpeTauum
pe3ynbTaToB 9KCrnepTamu,

CnocobcTBOBaTb BOCMNPOM3BOANMOCTH.



Mepbl MUHUMUN3ALUN CUCTEMATNYECKNX OLLUOOK B &% Deiirnix

RWD/RWE nccnegoBaHusx
ATPUBYTblI 3CTUMAHOOB:

A3bIK “3acTUMaHgoB”

Bbi6op n ucnonb3oBaHue
aZeKBaTHbIX 3/1eMEHTOB
an3aviHa U meToaoB
aHanusa AaHHbIX

ICH E9 (R1) (2019), “Addendum to
Statistical Principles for Clinical
Trials on Choosing Appropriate
Estimands and Defining Sensitivity
Analyses in Clinical Trials”

@ dm-matrix.com

Tepanua nHtepeca/ cpaBsHeHna (Bo3gencTane gakropa,
BINUAIOLLIErO Ha NOsIBIIeHNE UHTEpPEeCYoWero cobbiTnda, Hanpuvep,
nccrnegoBaHue crnyvyam — KOHTPOSb: KypeHue — pak fnerkmx).
[Monynauma (nognonynauun).

[lepemMeHHada nHTepeca/ KoOHeYHasa To4vka (3aBUCUT OT
BO3MOXHOCTM ornpeaeneHnsa/ oueHKnN rno UMeowmmMcs AaHHbIM) —
CypporaTHble NepeMeHHbIE.

MeToabl y4eTa MHTEPKYPPEHTHbLIX COBOLITUM (KOTOPbIE MOTYT
NPOMCXOAUTb B TeYEHUE nepmnoaa HabngeHus 1 BNUATb Ha
pesynbTaTt (outcome)), MOryT BbITb B HECTPYKTYPUPOBAHHON
doopme. [Npobriema oTCyTCTBYIOLWNX 3HAYEHMIN U3-3a
NHTEPKYPPEHTHbIX cObbITUW. BbibbIBaHME, Nnepexon Ha Apyryto
Tepanuio, U3MeHeHMe Tepanuu, NPUBEPXKXEHHOCTb Tepannun nnoxo
KOHTPOJSIMPYKOTCA — NCNOSb30BaHNUE KOMMO3UTHOW nepemMeHHoun “Y
nauneHTa HeraTUBHbIW pe3ynbTaT UK NMpeKkpalleHne Tepanun’,
Mepa onsa cpaBHeHUs Tepanuin (BO3OENCTBUI) Ha YPOBHE
nonynsuum.



Mepbl MUHUMM3ALUN CUCTEMATUYECKUX OLUNOOK &® Mirnix
B RWD/RWE uccneaooBaHusX

“NMNOAOPAXAIOLLEE” (EMULATION) MCCNNEOOBAHMUE:

(i) C NOMOLLBIO 3CTMMAHAOB CO34aTb NPOTOKON MMNOTETUYECKOIO
uenesoro PKN uccnegosanuna (hypothetical target trial protocol - a
target trial is meant to be comparable to a pragmatic trial with the
use of real-world (observational) data to evaluate the effectiveness of
treatments): kputepunn oTbopa, MOMEHTbI BKIHOYEHUS U
paHooMM3aunmn, cpaBHMBaAEMbIE PEXMMbI Tepanun, nepuoa
HabnoaeHNsa N oueHKa pesyrnbTaTta u T.0.;

(i) ncnonb3oBaTtb ‘nogpaxatowlee”, nnn “nostoparLlee”

“NMopgpaxarowiee”
nccnegoBaHue

Bbi6bop u ucnonb3oBaHue
ageKBaTHbIX 3J1IEMEHTOB
An3anvHa U meToaoB
aHanusa gaHHbIX

Martin Ho, et al. (2021): The Current Landscape
in Biostatistics of Real-World Data and Evidence:
Causal Inference Frameworks for Study Design
and Analysis, Statistics in Biopharmaceutical
Research, DOI:
10.1080/19466315.2021.1883475

Franklin J.M., et al. Emulating randomized clinical

nccnegosanue (trial emulation framework) Ha ocHoBe RWD, un
onpenenuTb NokasaTesnim, KoTopble MOryT UMUTUPOBATb
“B3anMM0O3aMeHAeMOCTb’ B LiefieBOM uUccriegosaHnn (Hanpumep,
baseline/post-randomization koBapuaTbl, new user, time zero -
matching pre-treatment person-time between treated and untreated
patients n T.n.);

trials with nonrandomized real-world evidence
studies: First results from the RCT DUPLICATE
initiative // Circulation. 2021 March 09; 143(10):
1002-1013.
doi:10.1161/CIRCULATIONAHA.120.051718.

Kutcher MSc S.A., et al. “Emulating a randomized
controlled trial with observational data: An
introduction to the target trial framework” //
Canadian Journal of Cardiology (2021), doi:
https://doi.org/10.1016/j.cjca.2021.05.012

@ dm-matrix.com

OrpaHnyeHus: Henb3s “nogpaxatb crienoTe, nnauebo (MOXHO a
standard of-care control arm), MOXXHO MCNONb30BaTb TONLKO
nMeroLmecs AaHHble, TONbKO ogobpeHHas Tepanus, eligibility criteria in
a target trial can only be assessed using information available in the
database and the missing variables should be stated in the limitations.
(i) onpegennTb MeTOoAbl aHann3a (propensity score, inverse
probability weighting estimation, parametric g-formula, or doubly
robust estimation such as targeted maximum likelihood estimation). .




Mepbl MUHUMUN3ALUN CUCTEMATUYECKNX OLLUOOK &% Nirnix

B RWD/RWE uccneaooBaHusX

7. Research methods
7.1. Study design
7.2. Study design diagram
7.3. Setting

7.3.1 Context and rationale for definition of time O (and other primary
time anchors) for entry to the study population

Table 3 Operational Definition of Time O (index date) and other
primary time anchors

7.3.2 Context and rationale for study inclusion criteria:
Table 4. Operational Definitions of Inclusion Criteria

7.3.3 Context and rationale for study exclusion criteria
Table 5. Operational Definitions of Exclusion Criteria

7.4 Variables

7.4.1 Context and rationale for exposure(s) of interest
Table 6. Operational Definitions of Exposure

7.4.2 Context and rationale for outcome(s) of interest
Table 7. Operational Definitions of Outcome

7.4.3 Context and rationale for follow up

Table 8. Operational Definitions of Follow Up

@ dm-matrix.com

TEMMJEUT NPOTOKONA (HARPER): The International Society for
Pharmacoepidemiology (ISPE) and ISPOR-The Professional Society for
Health Economics and Outcomes Research (ISPOR)

7.4.4 Context and rationale for covariates (confounding variables and
effect modifiers, e.g. risk factors, comorbidities, comedications)

Table 9. Operational Definitions of Covariates
7.5. Data analysis
7.5.1 Context and rationale for analysis plan
Table 10. Primary, secondary, and subgroup analysis specification
Table 11. Sensitivity analyses - rationale, strengths and limitations
7.6. Data sources
7.6.1 Context and rationale for data sources
Table 12. Metadata about data sources and software
7.7. Data management
7.8. Quality control
7.9. Study size and feasibility

Table 13. Power and sample size

8. Limitation of the methods

Shirley V. Wang et al. “‘HARmonized Protocol Template to Enhance
Reproducibility of hypothesis evaluating real-world evidence studies on
treatment effects: A good practices report of a joint ISPE/ISPOR task force”
/I Pharmacoepidemiology and Drug Safety, 2022, DOI: 10.1002/pds.5507.

10



Mepbl MUHUMHM3ALUNN CUCTEMATUYECKMNX OLLUOOK &% Mirrix
B RWD/RWE uccneaooBaHusX v
TEMMNEWUT NMPOTOKOIJIA (HARPER): The International Society for

7. Research methods Pharmacoepidemiology (ISPE) and ISPOR-The Professional Society for
7.1. Study design Health Economics and Outcomes Research (ISPOR)
7.2. Study design diagram

7.3. Setting

NMPUMEP ONMUCAHUA TEPANMUU (xummnotepanus) MO
NIMHUAM

First line of therapy (LoT1) was defined as all systemic
therapy a patient received during the first 28 days from the

7.3.1 Context and rationale for definition of time O (and other primary
time anchors) for entry to the study population

Table 3 Operational Definition of Time O (index date) and other

primary time anchors earliest treatment date. If a patient initiated a different drug or
7.3.2 Context and rationale for study inclusion criteria: had a > 90-day gap after the LoT1, the initiation date of that
Table 4. Operational Definitions of Inclusion Criteria new drug or any drug after the gap was defined as the
7.3.3 Context and rationale for study exclusion criteria initiation date of the second LoT (I—OTZ), and the LoT2

regimen was defined as all systemic therapy drugs the patient
received within the 28-day window from the newly established
initiation date. LoT duration was defined as number of days
from the LoT initiation date to the last treatment date within
that LoT + 28 days or to a censoring event.

Table 5. Operational Definitions of Exclusion Criteria
7.4 Variables
7.4.1 Context and rationale for exposure(s) of interest
Table 6. Operational Definitions of Exposure

7.4.2 Context and rationale for outcome(s) of interest

Table 7. Operational Definitions of Outcome Choi Y.Ch., et al. “Comparison Between Health Insurance Claims

and Electronic Health Records (EHRS) for Metastatic Non-small-cell Lung

. o Cancer (NSCLC) Patient Characteristics and Treatment Patterns:

Table 8. Operational Definitions of Follow Up A Retrospective Cohort Study” // Drugs - Real World Outcomes (2021)
8:577-587 https://doi.org/10.1007/s40801-021-00269-0

7.4.3 Context and rationale for follow up

@ dm-matrix.com 11



[lnaH ctaTucTtuyeckoro aHanu3sa ans

HENMHTEPBEHUMNOHHbIX nccregoBaHumn

Transparency Regarding Data Collection and Analysis

To adequately assess the results of a non-interventional study supporting
a marketing application, FDA must be confident that particular data
sources or databases were not selected, or that specific analyses were
not conducted, to favor a certain conclusion. Therefore, the protocol and
SAP should be finalized prior to conducting the prespecified analyses
listed in the protocol and SAP. The sponsor should provide evidence that
the protocol and SAP were finalized prior to reviewing outcome data of a
study and before performing the prespecified analyses. In addition, any
revisions to the protocol should be date-stamped, and the rationale for
each change should be provided.

Sponsors should document all analyses performed on the data during
the study design phase, including feasibility evaluations and exploratory
analyses. Sponsors should also demonstrate that the choice of the final
analytic dataset and the conduct of final analyses align with the research
question of interest and do not favor particular study findings.

@ dm-matrix.com
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Considerations for the Use
of Real-World Data and Real-
World Evidence to Support
Regulatory Decision-Making
for Drug and Biological
Products

Guidance for Industry

DRAFT GUIDANCE

This guidance document is being distributed for comment purposes only.

should be submitted within 90 days of
the availability of the draft
Submit written

Fishers Lane, Rm. 1061, Rockv
docket number listed in the notice o

MD 20852. All comments should be identified with the
"availability that publishes in the Federal Register.

For questions regarding this draft document, contact (CDER) Tala Fakhouri, 301-837-7407, or
(CBER) Office of Communication, Outreach and Development, 800-835-4709 or 240-402-8010

U.S. Department of Health and Human Services
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Biologics Evaluation and Research (CBER)

December 2021
Real World Data/Real World Evidence (RWD/RWE)

United States Food and Drug Administration. Draft
Guidance for Industry, Considerations for the Use of
RWD and RWE to Support Regulatory Decision —
Making for Drug and Biological Products, 2021.

12



Mepbl MMUHUMM3ALUN CUCTEMATUYECKUX OLLNOOK B B Data
RWD/RWE uccnenoBaHUNAX

Table 1. Administrative Information ..., STaRT-RWE - cTpyKTypupOBaHHbIN LLAONOH
Table 2. Version History.....cccecviniiiiiiiin e, ANs nnaHupoBaHuUa u penoptupoBaHua RWE:
Figure 1. Design Diagram ...cc.vuiiieieiereiniiinierersrnsiesesessrssasesesesssnnns The template has been endorsed by the International Society of
Table 3. Su mmary of Study ngulatiﬂn Parameters ..ooovvviviiiviiinnns Pharmacoepidemi_ology (ISPE) and the Transparency Initiative
A. Meta-data about data source and software ... led by the International Society of Pharmacoeconomics and
== S Outcomes Research in partnership with ISPE, Duke Margolis
B. Index Date (day 0) defining criterion...........oociiiiiniiinniinnnnnn, Health Policy, and the National Pharmaceutical Council.
C. Inclusion Criteria........cocoiii, STaRT-RWE is a didactic tool for designing and
D. Exclusion Criteria.....c.coniminiine., conducting good RWE studies; set clear
2 PIEE E IS B T T e expectations for communication of RWE methods;
F. Empirically Defined Covariates.........coovvnninniiiinnn, reduce misinterpretation of prose that lacks
G QUEEOME. . specificity; allow reviewers to quickly find key
H. FOIOW UP v, information; and facilitate reproducibility, validity
Table 4. Primary, Secondary and Subgroup Analysis Specification. assessment, and evidence synthesis.
A. Primary Analysis ..., This multipurpose tool is particularly relevant for
B.1Secondary Analysis L. hypothesis evaluating studies on treatment
B.2 Secondary Analysis 2.......oooinniiii, effectiveness and safety that are intended to
EE:: g' i?__;?;‘:ﬁ ;l‘a"l': RS influence a regulatory decision, but is also
Table 7 Power and Sample S8 Clculation sy | COMPatble with RWE studies of various types (eg
Table 8. GIOSSEW Gf Terminolog? llllllllllllllllllllllllllllllllllllllllllllllll exploratory’ descrlptlve’ predICtlon)'
ABPENGICES 1 Sty Wang, el “STaRT-RIE: sructred templteforplanning an

reporting on the implementation of real world evidence studies” // BMJ

@ dm-matrix.com 2021;372:m4856 | doi: 10.1136/bmj.m4856 3



AHanus B nogrpynnax &% MRrrix

AHanus B nogrpynnax B HabnwgatenbHbIX UCCredoBaHUAX corfacyeTcd ¢ Takmm aHanmsom B PKU:

Guideline on the investigation of subgroups in confirmatory clinical trials, EMA, 2019.

Heobxoanmo pasnuyaTtb nogTBeEPXKAAOLWNIA, onncaTeNbHbIA U MOUCKOBLIN TUM aHanusa.

Heobxoanmo noHMMaTh NOoTEHUMan aHanmsa reTeporeHHOCTN 40 Havana nccnegoBaHus.

Heobxoammo yuntbiBaTh BEPOSTHOCTM OLLIMBKM NEpPBOro 1 BTOPOro poaa.

BaxkHo nogaepuBaTb afekBaTHYHO CTaTUCTUYECKYIO MOLLHOCTL A1 NOATBEPXKAAtoLLEero aHanmsa B

noarpynnax n KoppekTuposaTtb arnb@a B CBA3M C MHOXXECTBEHHbLIM TECTUPOBAHMEM, €CIN MPUMEHUMO.
[Moarpynnbl 4OMKHbLI BbITb ONpeaeneHsbl Ha OCHOBE NnokasaTenen, uaMepsieMblx Ha baseline, unu nokasaTtenen,
Ha KOTOpbIE HE BNUSAET n3ydaemMoe BO34ENCTBME.
B HabnogaTenbHbIX CpaBHUTESbHbBIX UCCed0BaHNAX BO3MOXHO BIUSAHME KOHJpayHOEePOB U B3aUMOBIIUAHNE
Mexay KoHayHaepamm u mogmdukaTopaMmn TepaneBTnieckoro adpdekra, 4to genaet nogbop moagenun angd
aHanusa B noarpynnax 6onee croXHbIM.
AHanu3 noAarpynn Ha OCHOBE AaHHbIX MOXET paccMaTpuBaTbCS Kak YaCTHbIW crydan metogosniornm nogbopa
mMoaenu — Bolbop Hanny4ywmx noarpynn n3 Habopa kaHangaToB, ucnonbadyttes metoas! N.
[[eTeporeHHOCTb B HabnoaaTenbHbIX NCCNeaoBaHUAX MOXET NPOABUTLCS N3-3a CNy4YanHOCTU UM
CUCTEMATUYECKON OLLMNOKM:

OueHka cry4amHOCTK - TECT AN B3aMMOBIUSAHUA Tepanuu 1 nepemMeHHou, onpeaensawoLlen nogrpynnol.

CHWMXeHne BEPOATHOCTM CUCTEMATUYECKON OLLUMDOKN C MOMOLLbIO NOAXOAALMX SNIEMEHTOB AM3anHa.
Propensity score MOXeT MCNonbL30BaTbCA AN aHann3a reTeporeHHOCT N naeHTudunKkaumm KnmHNYeCckm

3Ha4YNMbIX noarpynri. HeO6XOD,I/IMO onncaTtb, Kak MUMEHHO KOHCbayH,EI,I/IHF 6y/:1eT YYNTbIBATbCA B aHalrinm3e.
» Wang S.V., et al. “A review of the performance of different methods for propensity score matched subgroup analyses and a summary of their
application in peer-reviewed research studies” // Pharmacoepidemiol Drug Saf. 2017;1-6.
» Yang S., et al. “Propensity score weighting for causal subgroup analysis” //Stat Med. 2021 Aug 30; 40(19): 4294-4309.
» Lipkovich I., et al. “Tutorial in biostatistics: data-driven subgroup identification and analysis in clinical trials” // Stat Med. 2016, DOI:
10.1002/sim.7064
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PA3SMEP BblIBOPKMU:
Ha ocHoBe To4YHOCTH,

ESS - Effective sample size (N); the sample size of an
unweighted sample which incorporates the precision of the
given weighted (w) sample (N): W2

Sharma S.K., et al. “How to calculate sample size for observational and experimental
nursing research studies?” // National Journal of Physiology, Pharmacy and
Pharmacology Vol 10(1), 2020.

Standardised Effect | d
Ssize Cohen’s d

Small 0,20
Medium 0,50
Large 0,80
Very large 1,20




OCHOBHbIe CNOCOObLI BbIABMIEHUA OCTAaTOYHOrIO & D i
CMeLleHUA N KoNMMYecTBeHHOro aHanusa bias

AHAJIN3 HYBCTBUTEJIbBHOCTU (BIAS ANALYSIS)

* ~
Hensmepaembin

Mcnonb3yeTcs Anst NpoOBEPKM YCTOMYMBOCTM OLLEHEHHbIX s KoHdayHaep U
/

accouunauuii no OTHOLLEHWNIO K HEU3MEPSIEMbBIM UK NITOXO
KOHTPONMpYeMbIM KOHbayHOepam.

¢ ————
-~

MEPA E-3HA4YEHUE (E-VALUE) U3mepaemble

— > TepanuaE —> PesynbtarD
MuHMManbHas cuna accoumaumm (No LwKane OTHOCUTENbHOro Kosapuarb! P y
puUcka), KOTOPYI AOIMKEH UMETb HEN3MEPSIEMbIN KOHayHaep 1 ¢ \/'
Tepanuen, n ¢ pesynbtaTtomM, YTOObl NONHOCTLIO OO BACHUTL 5
RRuD - Ha ckonbko 8axeH HeusmepsieMbil KOHgayHOep Orisi pe3yribmama,

Habnionaemyto accoumauuio Tepanus — pesynbtar (RR) npy RREU - Ha cKonbKO HecbanaHcuposaHsl CpasHUBaeMbIe 2pyrrbl &
ycrosimn yHeTa nsMepsaemblx KoBapuart ¢~ s = pR + sqrtiRR X (RR = 1)}  omroweruu Heusmepsiemozo korHgpayHdepa U

P value gives evidence for association, E-value gives
evidence that the association is causation.*

O630p 60onee CNOXHbIX METOAOB KOJIM4ECTBEHHOro
onucaHus U MogenMpPoBaHUA CUCTEMATUYECKOW OLUMOKM:

1. Lash, T. L., et al. (2014), “Good Practices for Quantitative Bias

KO3®®PULIMEHT B (BIAS FACTOR) _ _ actice
Analysis,” International Journal of Epidemiology, 43, 1969-1985.
2. Mark Levenson, Weili He, Jie Chen, Yixin Fang, (2021):“Biostatistical
MakcumankHas oTHocUTENLHas Benu4nHa, Ha KOT6opy+0 Considerations When Using RWD and RWE in Clinical Studies for
Hen3mepsemble KoH(ayHAePbl MOTyT CHKaTL Habniofaemoe Regulatory Purposes: A Landscape Assessment”, Statistics in

OTHOLLEHME PUCKOB. B = RRypRRey/(RRyp + RRey — 1) Biopharmaceutical Research, DOI:10.1080/19466315.2021.1883473.

*VanderWeele T, Ding P. Sensitivity analysis in observational research: introducing the E-value. Ann Intern Med. 2017; 167(4): 268-74. 16






