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Categories of RWE used in clinical development and PMS

Reglstry Prospective or retrospective cohort data collected on patients with specific diseases.

Data base (DB) Database constructed based on a claim, DPC, and electronic medical records data.

DB PI Uus Combining data from DB and other data (chart review or prospective collected data)
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Example of DB Plus : Flatiron unstructured database

Flatiron Processes EHR Data At Scale * W Combine structured Data and Unstructured Data

FLATIRON
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https://d3.harvard.edu/platform-digit/submission/flatiron-health-solving-cancer-through-data-analytics/
https://flatiron.com/abstraction/

Example of DB Plus : RWD Co. Direct Data Capture System
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Utilization of RWE in Clinical Development (CD) or PMS

Market Research

CD Feasibility Study

CD Site selection

CD Clinical Trial Planning

CD Use as an external control group for
clinical trials

PMS PMS Database Research




Utilization of RWE in Clinical Development (CD) or PMS

Market Research O x
CD Feasibility Study O O
CD Site selection O '
CD Clinical Trial Planning O O
CD Use as an external control group for

clinical trials
PMS PMS Database Research . ‘




Feasibility of using RWE for each pharmaceutical purpose
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Recent Examples of RWE Use in Approval Review
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PMDA amended the GPSP ordinance and launch PMS Database Research (2018)

B As of Nov 2022, 59 drugs 87 research plans are in progress™
B MDV and JMDC Database are mainly used for PMS Database Research in Japan.
B MID-NET was popular in 2018 (10 studies), but only 1 study in these 2 years.

B There are a lot of difficulties with PMS—-DBR in our experience.
B PMDA often requires comparative study.

B [n Database study, P value drops below 0.05 easily and unmeasured confounders is often to be
critical bias.

B Validation study is required for primary outcome.

B PMS-DBR takes a lot of time than we expected.

*https://www.eps.co.jp/ja/pdf/RMP_DB_202210.pdf




Summary

B There are several categories of RWE, with different optimal uses.

B DB and DB plus should be taken as completely different types of data.
The capability of both data is totally different.

B In the clinical development area, registry data is mainly used and DB plus has the potential to

be po

B In the PMS area, DB is mainly used.
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History

We are committed to develop a world-class real-world database.

Apr. 2014 * School Health Record Co. established

Jan. 2015 @ Started development of school/baby physical exam database for HCEI

Real World Data Co. established
Started development of EMR based clinical database

Apr. 2016 @ Relocation of head office

Jul. 2015 @

Feb. 2017 @ Obtained ISO27001 certificate
Jul. 2019 @ Merged with School Health Record Co.

Mar. 2020 @ Established capital and business alliance with Mitsubishi Corporation

2022: Reached 225 contracted hospitals, and 24 million patient IDs




Our Database

Our database is based on clinical data extracted from EMR and is easy to find an outcome info.

Collected for

\\ clinical use

Clinical Data

—J) (EMR)

& ! Collected for
reimbursement use
Occurrence of

ini i Claimed disease name, exams conducted,
a clinical event ___fo=a] Insurance Claims . ms
==l Data medical procedure (prescription, treatment)

EMR disease name, exams conducted, laboratory value,
medical procedure (prescription, treatment) etc.

Established epidemiological databases are based on those data
and lack clinical outcomes (laboratory values)




Data Extraction Process
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HCEI/RWD Alliance to Achieve Easier Use of RWD

All the data are processed to be used in compatible format.

EMR type A EMR type B EMR type C EMR type D EMR type E
Installed @10 hospitals Installed @5 hospitals Installed @3 hospitals Installed @1 hospital Installed @16 hospitals

. Pharmaceutical Medical device . m Pyublic Research
Hospitals . Academia L
e wE companies manufacturers Institutions
EEENE .




Standardization of EMR Notation

In Japan, there is NO unified method of EMR notation, even within the same system provider.
We provide clients with easier and convenient data analytics environment through our standardization
program across all the EMR providers and hospitals
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Our Data Items

= Stored Data
Patient Demographics EMR Pj(gg{hof Birth, gender, number of hospital beds, follow-up period (EMR, Claims, DPC), date of
EMR Disease name, ICD-10, disease code, start/end date, main disease, suspected disease,
department

Disease Name ) ) o .
Disease name, ICD-10, disease code, month, start date, main disease, suspected disease,

Claims  ceneral outcome
. .. Claims (receipt) process code, price code, drug name, volume, unit, department, start/end date
Prescription EMR of medication
Laboratory Values* EMR Exam name, date, exam sample, outcome, unit

Admission/Discharge EMR Admission/Discharge date

Procedure Claims Date, procedure code, treatment

Bacterial Exam EMR Exam material(s) name, date, tested bacteria, detected volume, susceptibility test result

DPC** DPC Format 1

* blood, urine, ascites exam results are available. As of Apr. 2022, DIS, Pathology, or Physiological data are not available.

** Other formats are available upon request .
22




Case Examples of Data Used in Major Disease Area

CRP, anti-CCP antibody , MMP-3, rheumatoid factor,
Erythrocyte Sedimentation Rate, etc.

Articular rheumatism

Cancer SCC, CEA, PIVKA-TI, neutrophil, KL-6, albumin, etc.

Kidney Disease eGFR, Creatinine, HbA1c, urinary albumin, etc.

Cardiovascular PT-INR, APTT, D-dimer, FDP, BNP, CK-MB...

Rare Disease C1 inhibitor(HAE), Factor VII / IX (hemophilia),,,

Hemoglobin, cholesterol, Bone metabolism marker, Hormone, etc. are also available




Our Database Overview

Approximately 60% of the database is also available overseas.
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Use of RWD-DB

Our database can be used in wide range of purposes from R&D to Medical Affairs.

DX

Baseline Non-
Study clinical

Clinical Trials

Ph.1/2

Appl.
Ph.3

After Approval

Unmet Needs Search

Site Selection * Clinical Research

External Control Arm

Unmet Needs Search

) 4

Sales Strategy Planning °
Persona Setting *
Patient Journey Research

’ Prescription Trend Search
Dynamics * Adherence

RMP

' Post Marketing Surveillance
Signal Management

Evidence Creation

Database evaluation, New technology development/implementation




Application to PMS
DB plus DDC (direct data capture)

(@ Physicians enter AE data with DDC app developed by RWD
@ Accumulate patient data in RWD server through DDC app
@ Maintenance DDC app and survey server through VPN

@ Anonymize patient data in hospital

B Summarise study data for submission.
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DDC app
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DDC app
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The physician can enter patient data
through the DDC app on EMR PC.




Differences from conventional post—marketing surveillance

€ Only input through DDC is required in the hospital. No other survey
forms is required.

€ Using the DDC app, no transcription or EDC input required.

€ The work time required for conventional post-marketing surveillance

has been significantly reduced.

(1) DDC app : Adverse events requiring medical diagnosis by physicians

(2) Automatically extracted data : Diagnosis, Drug, Lab data, Claim, DPC

—This system will be applied to clinical development area.
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SUSMED

B Using blockchain technology, platform for clinical development is developed.

B The system directly copies data from e—-worksheet to CRF, and made it possible to skip SDV.
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TrinetX

B On global data, the TrinetX platform B In Japan, TrinetX collaborates with MDV

includes individual patient counts at each and developed BI tool using DPC data.

39M

hospital.

Healthcare Organization (HCO)  Patient Count
He¢ Patients
Healthcare Organization (HCO) Patient Count
i Hs Build your custom cohort from 39 million patients in all eight regions of
H¢ He Healthcare Organization (HCO) P Japan. Our intuitive query builder makes it easy to group patients by
i Healthcare Organization 1 131,970 common codes and event dates.
H¢ i
Healthcare Organization 2 127,690
H¢
Hg S
Healthcare Organization 3 113,380 4 6 0
H¢
Hé T
Healthcare Organization 4 95,710
Hg
H¢ = :
Healthcare Organization 5 87,710 Acute Care Hospita Is
Hg T
Healthcare Organization 6 87,550
Patients in our database represent 460 facilities, including 216 with
Healthcare Organization 7 58,750 cancer care centers. This breadth ensures representation across

patient profiles.

https://trinetx.com/products/consulting-services/study-feasibility-and-site-identification/




SUSMED

B Using blockchain technology, platform for clinical development is developed.

B The system directly copies data from e—-worksheet to CRF, and made it possible to skip SDV.
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