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Study outline sections The main description

Study title

Study rationale
Study objectives
Study endpoints

Study population
Study design

Study plan

Data collection
overview

Study timelines
Statistical methods
Sample size calculation

Short (if applicable) and full study title

RWE gaps. Study design, study population, study objectives  25.11.2022
As minimum — primary, secondary and safety 02.12.2022
As minimum — primary, secondary and safety

Criteria inclusion and exclusion

Prospective/retrospective, comparative (if app). 25.11.2022

Rationale of the study design.
Plan of visits = plan of patient’s observation

Main parameters/area of data which are collected in the
study by visits

Start and end of data collection, Study report
Population for analysis. Basic methods

16.12.2022

Statistical justification of sample size




KnioyeBou npuHUun pa3paboTKu KOHUEeNnuuu

HET BMELWATENIbCTBA — OLUEHKA

PYTUHHOU KNMMHUYECKOU NPAKTUKW

KnroyeBon BONpoc: Kak ... B pPyTUHHON KINTMHUYECKOU NpaKTuke?

Hanpumep:

* YTO onmncaHo B PyKOBOACTBE MO fie4eHU0 3aboneBaHns N Kak aTo NPOUCXOAUT B PYTUHHOM KITMHUYECKOU
NpakTuke?
Kakne Tunbl/natTepHbl NeYeHns s 3Hat0 B PYTUHHOW KNUHUYECKOW NPaKTUKe?
Kakne naumeHTbl B PYyTUHHOM KIMMHUYECKOM NpaKTuKe?
Kak yacto naymeHTbl B PYyTUHHOM KIMMHUYECKOM NPaKTUKE XOOAT Ha BM3UTbI K Bpadvy?/Kak gonro B pyTUHHOM
KIMMMHNYECKOW NMpaKkTuKe AnnTca rocnutanmsaymg
N T.0.
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Plan of observation/Plan of data collection © AIPM

The key question: how do patients come to visits in real life settings? (routine practice + description in
a treatment guidelines)

Pre-index event period Post-index event period
(baseline characteristics) (outcomes evaluation)

There NO in RWE

« Schedule of procedures

« Exact date for visits (even
e.g.+/- 7 days)

i,.

Plan of observation/Plan of
data collection
Mmust represent routine
practice

3 months 6 months
6 months pre-index Index 12 months post-
event event index event
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Plan of data collection: how to develop © AIPM

Define index event and

pre-index period

The index event is defined as the first event in patient

disease history which is point of start data collection Preindecoventperod | postindexeventperod
aseline characteristics outcomes evaluation
A A
! ! \
Examples: | l | |
. |
* The first dose of drug taken (for drug study) : I | :
* Basic diagnose/relapse is confirmed by special methods | | I I |
I L. I
3 months 6 months
. . . . . ) . . . 6 months pre-index Index 12 months post-
The pre-index period is defined as the patient’s individual event event index event

data collection period prior to and including the date of
index event.
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Plan of data collection: how to develop

Define post-index

period (end of post-
index period)

The post-index period is defined as the patient’s individual
data collection period after the date of index event.

Pre-index event period Post-index event period
(baseline characteristics) (outcomes evaluation)

Examples of end of post-index period:

 Changesin a therapy

 Some “event” in disease: new relapse/complete
remission

e Classic period (as in CTs)

 Some years (for some diseases)

 etc

- ———— —
— e —
- —

3 months 6 months
6 months pre-index Index 12 months post-
event event index event
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Plan of data collection: how to develop

Define index event and Define sub-periods /

“visit” points in scope

pre-index period of post-index period

The sub-periods - “visit”/data collection points - is defined as the
patient’s data collection sub-periods after the date of index event

H 1 : : : Pre-index event period Post-index event period
WhICh are Spllt on the base Of deflned Crlterla (baseline characteristics) (outcomes evaluation)
A A

Examples of sub-periods / “visit” points in scope of post-

index period:

e patients visits according to clinical guidelines or
routine practice

* changes in the disease status

 changes in the therapy status

*———q
- —

O ——

3 months 6 months
¢ etc 6 months pre-index Index 12 months post-
event event index event



Retrospective study - data collection plan.
Disease study.

« Therapy

: - . diagnostics _ _
Routine clinical A | . DlagnAostlcs
practice ‘( \‘( \ ‘( \‘

I | | I
Start of  Visit(s) to Disease  Visit(s) to
symptoms HCP(s) diagnosed HCP(s)

\ )
( \|/ \‘( \

Needs to define exact point for Index event
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Plan of observation/Plan of data collection:
~ .
examples 2l

l | | |
Var 1 ‘ ‘ ‘ ‘
Established disease «Visit» 1 (data) «Visit» n (data) The latest patient
diagnosis visit to clinic
| I
Var 2 ‘
Clinical dlagn05|s of confirmed diagnosis of The latest patient visit to
disease disease by special test clinic
confirmed —
diagnosis —

* study objectives include necessity to
research some-thing during the whole
period (e.g. treatment/diagnostics
patterns)

Such approach is applicable when:

e parameter of measurement is collected over
period of disease,
* no clear information about patients visits




Retrospective study — depth of data
collection. Disease study.
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Factors which influence on

changes in therapy and

Routine diagnostics approaches data collection:
clinical - \,
practice ‘( A \ ‘ ( A \ ‘ ( A \ accumulation of data
applicable for study in real
| | | life,

Start of work with
disease in a country

—
stud
ol v 1«‘
Needs to define depth 2022
of data collection we are here

app. number of patients for
study population,

changes in routine practice
which influence on study
objectives

etc

Example:

All patients with a
confirmed diagnosis of
“X” disease by DNA
testing since 2012



Prospective or retrospective - data collection
plan. Drug studies.

no influence on It's possible to define the treatment only

for Baseline visit in the criteria/exclusion

routine practice

Start of
studied drug After baseline visit/index date patients are
freatment treated in accordance with routine practice
+ another drugs (concomitant disease treatment)
M| |
Baseline visit/ 2 weeks 4 weeks 6 months
Index date

\ | post-index period }
| Y
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Retrospective study - depth of data collection.
Drug study.

Drug logistic to a Routine practice is forming, Factors which influence

: country, : - -
R?_u_tlnle pharmacieys atc accumulation of experience on data collection:
CliNniCa

\ N o
. { /7 N C data of drug registration,
practice | | * accumulation of data
applicable for study in
Drug Start of drug real life
registration sale * app. number of patients
for study population,

* changes in routine
( 1 \ practice

| Example:
Patient initiated treatment

Needs to define depth « with drug  “X” (index

event) for the treatment of

of data collection 2022 their disease “Y” during
we are here the eligibility period




[TnaHnpoBaHue nccnegoBaHuA

SSSSSS tlonf Accoumayms

© AIPM

Ph tcal d:apmau,eamuec
Man npounssogurene

t MeKYHAPOAHbIX

KX

Study objectives
(Llenn nccnegoBaHusn)

Real World $

Study Plan of observation/
Plan of data collection

(NMnaH HaGnoaeHus/
[lnaH cbopa AaHHbIX)

Study objectives

. (Llenn nccnepoBaHus)
Clinical l

Trial
Study schedule
(Fpadhmk nuccnegoBaHun)

Study end points (KoHe4YHble
TOUYKU UccriegoBaHus)

!

Study end points (KoHe4Hble
TOYKU UccriegoBaHus)

!



Study objectives and study end points CAPM | =%
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Study objective is a task » Use verb

E.g.: To describe body weight changes among
patients with T2D initiating DRUG within 6 and

Study end pointis a 12 months post-initiation in a real-world setting.

measurement of study

objective
» Use noun
Study end point should have: E.g.: Absolutg and relative mean (SD)
change in weight from baseline to 3,
« Exact parameter of measurement, 6, and 12 months

« Time frame of measurement

Often:
1 objective = some end points

Classic rule: 1 objective =1 end point

In heterogeneous patient population and needs to collect
maximum data from routine practice it’s difficult to follow
classic rule




Study objectives and study end points CAIPM S

Manufacturers npowvssoguTenei

Primary (MepBu4yHbIe)

e Always 1 objective —the most priority and jointed all population (despite
heterogeneity)

Secondary (BtopuuHbie)

e 5-7 objectives

Exploratory (skcnnopaTopHble, UK MOUCKOBbLIE)

e Not obligatory.
e |Included if we need to receive results in new area of researched questions

e Included if we are not sure that sample size will be enough (e.g. due to missing
data)
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RW study objectives, end points and RWD - > :
! = AIPM
useful tool

Data needed to receive evidence

Level Study Objective Study End points
v udy Thjectiv uay pol Baseline | Visit/point | Visit/point [Data source

Primary

Secondar
y

Secondar
y

Secondar
y

Secondar
y
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Stqu points and RWD - useful tool

—Bate—

7“—Datanecded 10 TeCelVe eVidenee
<

\Baseline Month 3. Month 6

\ /

: pre-index period post-index period

—~_ A |
——_ | || |
| | |
I I
Index event Last date/event of
data collection

Define sub-

Define index periods / “visit”

event and pre-

points in scope
index period

of post-index
period
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Study objectives, end points and RWD - useful
tool. How to define data in scope of data

collection plan

Pre-index event period Post-index event period
(baseline characteristics) (outcomes evaluation)

A A
|

] A
| \

‘ ‘ 3 months 6 months \

6 months pre-index Index 12 months post-

|

Diabetes mellitus

: ; event event index event

Data needed to receive evidence

Index date 3 months 6 months Data source
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Study objectives, end points and RWD —useful NS
tool. How to define data in scope of data '

collection plan

Disease ‘X”

Established disease The latest patient

«Visit» 1 (data) «Visit» n (data)

diagnosis (Index visit to clinic
~ - date)
Examples:
Data needed to receive evidence  adverse events (drug
reactions),

Through period of | The latest patient visit

Index date ] . .
data collection to clinic

Data source * treatment,

* diagnostics,

* health care resource
utilization,

eetc
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RW study objectives, end points and RWD -
useful tool

Data needed to receive evidence

Level Study Objective Study End points Baseline Month 3 | Month 6 Data

source
To evaluate HbA1lc level Percentage of patients achieved individual predefined
dynamic at month 6 in total target HbAlc defined by treating physician by |individualized| N/A HbAlc
population Month 6 HbA1lc level
Change From Baseline in Glycosylated HbAlc N/A HbAlc

Hemoglobin (HbA1lc) Level at Month 6

1o eval.uate HbAlc level Change From Baseline in HbA1lc Level Over
dynamic over Time at month 6

. . Time
in total population

HbA1c HbA1lc HbA1lc

The key task is to match data and end points

As a result: listings of required data
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Data collection overview is a table which match required data and indexes’ periods

Data needed to receive evidence

Baseline Month 3 Month 6

predefined

i dividualize Index Month 3 Month
d HbA1c N/A HbAlc date 6

level Data

predefined

individualize Targeted HbAlc, +
HbA1l N/A
d HbAlc i / FPG and PPG

level

predefined HbAlc, FPG and + + +
individualize PPG

d HbAlc HbAlc HbAlc

level and
HbA1lc




data collection
overview

Matching of study end points and
RWD

Detailed data mapping

Detailed list of variables in the

study protocol

\.

Development of CRF for prospective
study

|
I

Exact data transfer for retrospective
study

>_

Good quality
of:

e data,
e evidence




Preliminary study timelines development
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Assumption of approval: Pre-study preparation:

-0—0>0>— 00—

the 1t Study Review
Committee session

Date

Study Vendor Contract
approval selection signing
Date Date Date

Study conducting and data dissemination by phases:

—o o o o &

Start of data End data  Statistical Clinical  The 1t
collection  collection &  Analysis Study  publication
validation Report Report

Date Date Date Date Date
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Study design

Study plan

Data collection
overview

Study timelines
Statistical methods
Sample size calculation

Short (if applicable) and full study title

RWE gaps. Study design, study population, study objectives  25.11.2022
As minimum — primary, secondary and safety 02.12.2022
As minimum — primary, secondary and safety

Criteria inclusion and exclusion

Prospective/retrospective, comparative (if app). 25.11.2022

Rationale of the study design.
Plan of visits = plan of patient’s observation

Main parameters/area of data which are collected in the
study by visits

Start and end of data collection, Study report
Population for analysis. Basic methods

16.12.2022

Statistical justification of sample size
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MNMpouecchl _
[ PasButue ] ynpaBneHus [CTaTMCTW-IeCKVII?'I] .
KoHLenumm NaHHBLIMM | L aHanus j f‘> evidence
N\
PasButue OpobpeHue [ CT:E::S)O(pa ] [Mcc(,)-lTequ .
npoTokKosa JTn4yeckoro Y AOBaHNIo, @
KomMuTeTa l

v v ‘

decision

3aKpbiTune
nccnenoBaHUS.
AHanun3 gaHHbIX.

PasButune BHegpeHue
uccrieqoBaHuA uccriegoBaHuA

NMpoBepeHune

nccecnegoBaHus

1 A
OkoH4YaHue
cbopa AaHHbIX

NMnaHupoBaHue
CTaTUCTUKN

Bbi6op
nocraswmka My6nukaums
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«dnanorn o RWD/RWE» — caenaHo 2022

CeHTa6pb OkT6pb Hos16pb Oekabpb

05-11{12-18|19-25|26-02|03-09|10-16|17-23|24-30|31-06|07-13|14-20|21-27|28-04|05-11|12-18|19-25|26-31

Real World Data, Real World Evidence: onpeaeneHus,
npUmeHeHue

MCTOYHUKM AAHHbIX PYTUHHOM NPAKTUKKU: KnaccuduKaums,

16
0CO6EeHHOCTHU, BO3MOXKHOCTM MCNONb30BaHUA

Lindposusauma sgpasooxpaHeHus B Poccuu: ucropus,
3  apXuTeKTypa, 3N1eKTPOHHAA MeAULMUHCKaA KapTa KaK UCTOYHUK 30
AaHHbIX

laHHble peasibHOM KNMHUYeCcKo NnpakTuku (RWD):
4 BO3MOXXHOCTU U CNIOXKHOCTU Npu cbope, MHTepnpeTauuu n 14
cTaTUCTMYECKOM 06paboTKe

PerynuposaHne RWE u RWD B OCHOBHbIX MUPOBbIX
5 |lopucamKumax: npaBoBasA OCHOBA U PErYNATOPHO-METOANYECKOE 21
odopmneHue

CoBpemMeHHble CTaHAAPTbl UCCNEA0BAHUA KaYecTBa KU3HU B
6 |mepuuuHe: YTO TaKoe "patient reported outcomes" (PROs), Kak 28
1 3a4yem oueHuBatb PROs

Real World Data Kak ocHOBa NpOEKTOB NO LLeHHOCTHO- 11
OpUEHTMPOBAHHOMY 34PaBOOXPAHEHUIO

3apy6erkHaa npakTuKa npumeHeHusa Real World data u Real 18
Wolrd Evidence B OueHKe TexHonoruii 3gpasooxpaHeHus (OT3)

Real World Evidence: nnaHuposaHue nccnegosaHms. Ot o5
CcTpaTernm K pa3pabortke ugeu.

Case-studies. 06paboTKa u ucnonb3oBaHUe AaHHbIX PYTUHHOM 5

10
NPaKkTUKU. ONPOCHUKMN.

MpuMmeHeHne TeXHOIOTMIA UCKYCCTBEHHOTO UHTEJI/IEKTa B
11 BApaBOOXpPaHEHUU: KAloYeBble NPUHLUMNbI U PEKOMEHAALUN NO 9
ANyCKy yCneLwHbIX NPOeKTOB

Real World Evidence: ctaTuctuueckuit aHanns, oCHOBHble 16

12
ACNeKTbl U KAlveBble 0CO6eHHOCTH

13 |Pa3paboTKa KOHLUEeNLUM UcciepoBaHUA PYTUHHOM NPaKTUKKU 23
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Real World Evidence u ynpaBneHue

3Ha4YeHMAa U Ucnosb3oBaHMe Cuctema 3HaHUM
TepmnHa RWE o RWD, RWE-uccnepgosaHua

uccnepgosaHmnax n RWE

B paMKaxX KOHKpPeTHOro

nccnenoBaHuA(i) - Kak
evidence

o ¢* BHeapeHune HarnpasaeHuA, * gap-aHanus,
Crparernyeckui * W3MEHEHWE HanpasAeHUA, *  MeguuUMHCKaA cTpaTerua,
MEHEAKMENT * ¢opmuposaHue u * integrated evidence planning

obHoBneHne RWE-cTpaternm

MpoeKTHbIN * CTpaTerna — 370 NPOEKT > * nccnepoBaHMe — 3TO MPOEKT
MeHeKMEHT NnPMMeHeHne NPUHLUMMNOB - NPUMEHEHUE NPUHLUMMNOB
NPOEKTHOro ynpaBaeHus NMPOEKTHOro ynpaBaeHus
YnpasneHue *  dpopmunpoBaHue TpeboBaHUN, * peanusaums TpeboBaHWM 1
KayecTBOM * pa3paboTka npoueccos, MpoL,.eccos,
* paspaboTKa cucTeMbl * npoueccbl obecneyeHms u

MeHeaXMeHTa KayecTBa KOHTPO/11 Ka4ecTBa
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«dnanorn o RWD/RWE» — nnaHbl 2023 = AIPM’ [ECmc

AHBapb deBparnb MapTt

9-15 |16-22|23-29| 30-5 | 6-12 |13-19|20-26| 27-5 | 6-12 | 13-19/20-26

MccnepgosaHue Kak npoekTt. Mogenn RWE-uccnepoBaHum:

Bbl6op, popmupoBaHue. 1

14

PerynuposaHue u npumeHeHne RWD/RWE gnsa BknoueHus
15 MeagUUMHCKUX TEXHONIOTMWU B CUCTEMY FrOCYAapPCTBEHHOrO 20
BO3MeELLEeHUA C TOYKU 3pEeHUA rocyaapcrteeHHoi OT3

16 [Opupauyeckmne acnekTtbl. llepcoHanbHbie AaHHbIE. 27

Ob6ecneyeHune KauecTBa B UCCNEeA0BaAHUAX: CUCTEMHDbIN NoAXOA.,
17 |[®opmupoBaHue cuctembl MeHeaKMeHTa KauectBa ana RWE- 3
nccneaoBaHUM.

O6ecneyeHne KauecTBa AaHHbIX PYyTUHHOW NPaKTUKM.

10
YnpasneHue gaHHbIMWU.

18

Ka4yecCTBa

19 [CtpaTterna popmupoBaHua aosepus K LMppoBbIM NPOAYKTaM 17

ObecneyeHune

20 24

— | 21 [My6nuKauum pes3ynbTaToB UCCNEO0BAHUA PYTUHHOU NPaKTUKN 3

Case-studies. MpoBegeHne mexxayHapoaHbix RWE-

o 1
nccnepoBaHUU, MHULMUPOBaAHHbIX B Poccuu, B ctpaHax EASC g

22

NccnepoBaHna, MHULMPOBaHHbIE uccneaosartens. Teopusa +

Case-studies. 1

23

NUccnepoBaHuA

—— | 24 RWE KaK uHBecTuuma: Kak oueHutb ROI 24
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