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2. WstErsh®EL:  Vision Center Tokyo Toranomon, Tokyo
® Day 1(2025/2/26)

Time Topic
9:30-10:00 Registration
10:00-10:20 Opening Ceremony
, ) Session 1
10:20-11:10 Overview of post-marketing drug safety in Japan
, ) Session 2
11:10-12:00 Outline of RMP
12:00-13:00 Lunch time
, ) Session 3
13:00-13:50 Country Introduction
13:50-14:20 Introduction of case studies
Session 4
, . 4.1 Development and update RMP
14:20-15:15 4.2 Evaluation of RMP
Q&Afor41&4.2
15:15-15:30 Break
: . Session 5
15:30-16:20 Overview of post-marketing drug safety in EU
16:20-16:30 Feedback for Day 1




® Day 2 (2025/2/27)

Time Topic
9:00-9:30 Registration
Session 6 (Group work 1)
9:30-12:20
ADR Case Evaluation/ Identification of safety specification
12:20-13:00 Lunch time
Session 7
13:00-14:30 Communication of Safety Risk information to Patient and
Healthcare Professionals
Session 8
End-to-end Labeling including CCDS labeling principle,
14:30-15:10
electronic labelling initiatives, patient centric labeling/ health
literacy
15:10-15:25 Break
Session 9
15:25-16:15
Use of published safety information at clinical site
16:20-16:30 Feedback for Day 2




® Day 3 (2025/2/28)

Time Topic
9:00-9:30 Registration
Session 10 (Group work 2)
9:30-12:20
Risk Management Plan
12:10-13:30 Lunch time
Session 11 (Case study)
13:30-15:00
Pharmacovigilance Method (signal detection)
Session 12
15:00-15:50 Utilization of Real-World Data for post-marketing drug
safety in PMDA
15:50-16:00 Break
16:00-16:10 Closing Ceremony
16:10-16:20 Feedback for Day 3
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Safety Approach among Regions

REVIEW i APPROVAL POST APPROVAL
ADR AND
‘ INFECTION ’ @ ADR AND INFECTION REPORTING e}
J REPORTING
A [ RMP RMP
P F r
A APPROVAL EPPV
N CONDITION (6MONTHS)

PLAN OF POST APPROVAL RE-EXAMINATION RE-EVALUTATION
SURVEYS AND STUDIES PSUR/PBRER |== 4-10 Y AFTER AD HOC

ADR AND
INFECTION (@ ADR AND INFECTION REPORTING e}
u REPORTING
HEMS REMS
S POST APR.
STUDY ETC
IF REQUIRED PSUR/PBRER _— e . S e S e S . . *
ADR AND
E INFECTION ‘—[ ADR AND INFECTION REPORTING }—»
REPORTING
[ RMVP RMP
U
POST APR. APPROVAL RENEWAL
STUDY ETC 5 YEARS
IF REQUIRED PSUR/PBRER . GRS BEE BEES AN BN  mam e e . »
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b& - PMDA Ei5584 J-RMP RI{E R PR{EEEE A B 2 3t 2 e 2 qc

(RifE— s B2 - https://www.pmda.go.jp/safety/info-

services/drugs/items-information/rmp/0001.html (H 32J-RMP)
BTy A E bR R E R T S AR AR R ) BIH AR J-RMPRYEZ
ILNERESELL > http://www.fda.gov.tw/tc/sitecontent.aspx?sid=4234

A E IR AARHEERMPHYKH » 2 a s = P E T2 (RMP) - 48 BR S ar HER e -

Al g acEE - g5 - SEREE - FAEME S EHEE

B 2~ EpREEEEE

Risk Management Plan

Safety Specification
Important identified risks, Important potential risks,
Important missing information
| |

Pharmacovigilance activities Risk minimization activities
Plans for activities of the collecting Information of Plans for safety measures taken to minimize individual
individual risks risks
Routine:  Collecting infermation on adverse drug Routine:  Electronic package Inserts
reactions Drug Guide for patients
Additional: Collecting information on Early Post- Additional: Informatien provision on EPFV
marketing Phase Vigilance (EPPV) Provision of safety measures for proper use

Post-marketing surveillance Setling of the terms of use, etc.,

Post-marketing clinical studies

HAHY 2014 4 10 HHER H ARV BB E T 2= (-RMP) » RET 2023 £ 1
HseRiciEsT » FEAYEF B I-RMP (Y3 1L ([E 3)Ed RMP A= i & 2 ([
4) B THTHR I-RMP By B #E i (hy perlink) IAERY 8814518 {L.(Structured
Product Labeling)SZff: » alZE#E{TENEE APP 5EHL QR code B MR K A5
RMP FAHRBHE A @ #2717 RMP 2 & sRAVpR EReR - REREMEAIEE - W EERy
B2 PMDA 7 [V N BRI S A SN 7
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& 4 ~ I-RMP A=ayEHIEH

J-RMP Lifecycle in Japan

Submit Proposed .
RMP (VO) Final RMP (v1.0)
Revise during review

(Best to submit RMP that
is readily acceptable)

‘ . Revise RMP as needed

during marketing
Approval Launch

> <

NDA su bmlssmn

Review Divisions .
PMDA (incl. Risk Manager (RM) Safety Office

RMP is a living document starting from NDA submission.

=~ BB E-mSERAERALE (e-Labeling)
https://www.pmda.go.p/safety/info-services/0003.html
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CHem AR > MERDEBEE TRESRVE @ UEESEZRES

MBS - 402 1

[

* 1, feftEEm e-Labeling RABEC 4 FTRURRYMH B S

ltem

Prescription
drug products
(for healthcare
professionals)

Prescription
drug products
(for general
consumers)

Medical devices

In vitro
diagnostics

Regenerative
medical products

Related documents to be displayed

Electronic package inserts, drug guide for patients/quide for
vaccinations, drug interview forms, Risk Management Plan
(RMP), RMP materials, revision history of PRECAUTIONS and
case summary that served as the basis for the revisions, review
report/re-examination report/Optimal Clinical Use Guidelines, etc.

Drug guide for patients/guide for vaccinations, drug information
sheet, RMP materials (for patients), manuals for management of
individual serious adverse drug reactions (ADRS)

Electronic package inserts, revision history of PRECAUTIONS,
review report/re-examination report, Yellow Letters (Dear
Healthcare Professional Letters)

Electronic package inserts, Yellow Letters (Dear Healthcare
Professional Letters), Blue Letters, Alert for Proper Use of Drugs

Electronic package inserts, review report/summaries of product
applications/Optimal Clinical Use Guidelines, etc., Yellow Letters
(Dear Healthcare Professional Letters), Blue Letters

HATEPE B T35 B - HACRGIRAHETER - fEe %8 ARk
YR R MR FEE: - [FIRF IR D SRIR(EA - ZEERRAVEAY - T - BB IIZEASE
Z i E LA - ARV - RAEZE IR g BV A E— 5

(=16 ~ [E7)

13



[E6 &k#EfTe-labeling Z 1B

‘e-labeling around the globe’ —illustrating global developments

EMA: The EU eP| Common Standard is available, based on
Fast Health perability (FHIR).

Pilot started in July 2023 and ended in July 2024. Report of
pilot expected end 2024 /early 2025

BELGIUM & LUXEMBOURG: ePIL pilot for hospital-use only
products tested removal of paper and use of ePIL as an
alternative. It was initiated in Aug 2018, and furthento positive

KOREA: MFDS issued e-labeling pilot guidance in
December 2022. E-labeling pilot of pharmaceuticals
started 2023. Target products are injections only used
in medical institutions - paper insert can be removed.

\ results at 2 years, an extension/ expansion was apptbved by the

SPAIN: E-leaflet pilot with hospital-administered medicinal
products only. Pilot conceptually similar to Belgian model,
but with the additional feature of easy access to the e-leaflet
via scanning the DM placed on the primary packaging,
directly linked to with the Spanish official website.

EC (increased number of products, Luxembourg alson scope,
running to Aug 2022). Now further renewed to run tq Aug 2025.

JAPAN: In 2019, Pharmaceuticals and Medical
Devices Act amended to replace paper labeling.
GS1 bar code is required on the outer box for
access to the labeling information. Paper labeling
has been removed at the end of July 2023.

US: US SPL (XML format) is available post FDA approval and
is posted to DailyMed to enable advanced

searching. Eliminating paper leaflets from packs requires
regulatory changes.

2 /TAIWAN: TFDA announced the guidance for using
L") | J e-labeling with paperless for medicinal products
selected prescription product categories in Sep
2023. FHIR e-labeling is planned to introduce.

Brazil: New Regulation published July 2024.RDC #885/2024 allows for @' R . :
pilots to begin Implementation of a digital leaflet & allows optional THAILAND: The Thai FQA officially announced e-
exemption of the paper leaflet for specific product types with a ! labeling has been fully implemented for new

guaranteed commitment to supply upon request. An electronic Pl registration via e-submission since June 2023.

repository (ePIR) to be built that will be accessed by a two-dimensional
code on the pack.

L 4

SINGAPORE: Final guidance on e-labeling April 2021
and voluntary for companies to implement e-
Labeling where physical labels are not distributed
with pack.

INDONESIA: BPOM issued Guidance on
Implementation of e-labeling pilot
project in Sep 2023. In the Pilot Project,
e-labeling will be available on BPOM
website via serialization Barcode (QR or
GS1 data matrix) with BPOM mobile app.

JORDAN: JFDA announced on their website on Feb-2023, that they are
launching the ePl project; An agreement was signed with the external
company who have worked on building the database, system and
application for this purpose. FHIR e-labeling will be required as
mandatory from January 2025.

MALAYSIA: NPRA issued Guideline on e-Labelling
for Pharmaceutical Product in April 2023 and it was
effective since May 1, 2023.

[ 7 e-labeling RAKFEAEEL FHIR B &L ERBIBHLE)

Integrated Labeling of the Future /)

FHIR
Having labeling information only available as .doc

(Word) or .pdf files is restrictive as they are
“unstructured”. The files cannot be used “digitally”

FHIR is interoperable with other eHealth systems

Creation of labeling in an international electronic ~ * -
common standard which is HL7 FHIR offers huge
opportunity for further digital transformation

- Linkage with Electronic Health Records

- Production of tailored (personalised) labels - o =2

- Automated creation of other materials

- Provision of real world evidence possible

- Level five for the second level of bullets

FHIR has been adopted for the healthcare system in many markets in Asia.
<e.g.>India
+ Biggest FHIR based healthcare project in the world (abmd.in) (290MM patients
covered) https://abdm.gov.in/
*  ABDM FHIR IG here: https://nrces.in/ndhm/

FHIR e-labeling is being adopted in the EU, US and
Jordan.

% FHIR (Fast Healthcare Interoperability Resources) &H1 HL7 (Health Level 7) #£H
HIRRAE > SAERER R A Y ZL A M EAISCHA - FHIR 1Y e-label A& - FHET 24
fn BRI VIR AL - TS FHIR A DUEIERR
I TR ASCHAIE R » BARARE A BRI — 07 -
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= S R ZE RS TE- BT 2B E(RMP)

B EEAY RMP Z0RES J-RMP Byl AR AE(E 8) - i 578 RMP HHBIHE - (AR
5B i Y LB SR R P T 855 7 SRACER B AR RR 20K -

B 8 HA RMP EEEREE RMP HyZ=FELER

Differences of “Important” between Current EU-RMP and J-RMP

m FURSPEN MBDICIN AEACY. ]

May affect the benefit-risk balance of May affect the benefit-risk balance of the
the drug or may cause or increase public drug or may cause or increase public
health. health.
AND
Safety specification in J-RMP Require any of the following:
Broader than in EU RMP O Additional PV activities
O Additional Risk Minimization activities

O Routine Risk Minimization activities
recommending specific clinical
measures to address the risk

BUHEAE 2012 AE¥ RMP (T RARBARVIEST - #EL T RMP 2.0 - FEHRY
AR bR EEE T E - WhlaBEEm L enVEE - /£ 2016 A ST i
—BIEST » LT RMP 2.1 JiAK - FEEEsR(b 1882 &N (Safety
Specification) Ay SE4H R ba o SR E B (18] 9) - I HL st T B R A
frEEHESE -

9: Safety Specification

D . .
Part Il Safety specification

Important identified risk, important potential risk and missing information

Missing information

Important identified risk

Gaps in knowledge about

Are likely to have an When further the safety of the product
impact on the risk- characterised and —i.e., long term use,
benefit balance of the confirmed, would have special population
product. an impact on the risk- (pregnancy, children...)
- 1 benefit balance of the on situations that might
product. differ from the known

safety profile

Further evaluation as RMM — routine and Further evaluation as
part of the PhV plan additional part of the PhV plan

FEH R EU-RMP 223K T Safety Specification ; #3573 » & PR A SE R A 22
s A B E BRI - 1 3R ZORA A B e 5 - EOREEYIHY %

ZEFE AR A [F R R s T 8 - IS B SRR E B > 7 e
15




SHk A Ay B2 B E g (important identified risks) ~ Y& 4T (Y 25 52 E % (important potential

risks) FIdRIAYEE(missing information) S5 ={Ei%.0HE - TSR BhEERG R0 RIRF

BRI 42 - WOHEE 7R BTN ~ BRSO, -

o TEBIMVEZEER @ THESEEAVER - FIrRIEREUE PR R -

o VEIEAVEEZEE ¢ B HRTHYBUSHEAE R RS - R DI -

o HRRHVEGR ¢ BRZ RN SRV EREAG BRI S A E S - R

— SRR SR E T 5 R Al 7E -

1B LA B HE R EE L AT b TR AVRP ARG - WAE BTy 202 B bR (s B R

IFLL 3% - DIPRIRERF Y24 - AHRARVE B A

o SRETIMEITHE D AVERIREERE RIS - DIERERENIEE - FERlE ST R
JE BFAS BCERH FIA JE

o fHFSEELL(IBEAVESE - MBI A ISR O B s B Y BB
N ORER RS A T ARAE R AT T (o FH 3% B8 T RE R e -

g - RAELERREE A B KR RAEREE( Communication of
Safety Risk information to Patient and Healthcare
Professionals)

A A E i B (LR {7 B (e-Labeling) » EETKE] PMDA £ E4 £2°
BB N\ B R JE b i ey e e A
(—) RIEEFERERA BT 2EN - B
1. EHHIEE T
2. WHRECE BB L J-RMP - i{di FE-learning 45 b 2REF K ERBH T T
HAHER B A B HEHRMP 1Y58({bjHE(RMP Outline) > 7E7%8 RMP Outline
rHAE A LIRE (E]10) - AR ek D/ o R e 0 RS R
IsE Eife 2 A E RS o )
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10 RMP Outline #BB4EEHTHEE
RMP Outline

Important missing
information

Important
identified risks

B i

Important potential Do
risks 0 ===

Outline of risk
minimization activities

B D AHI RMP &L TR

4

(2) HEERES
FY e 5 4

h={1}

Iy

It was prepared to easily understand the
contents of RMP in busy medical settings.
Clicking the name of the item enables users
to move to the appropriate page because of
the link function of PDFs.

This material started to be prepared in
response to the voices from busy medical
settings.

B2 &N (Labeling for Patients) : &1k H AR HE AEH

anfi5E - MR IEE b AR S RIS T - DU (R 8 R K& sE R385

FIEE LR E N B > W22 » AATIEPMDARYE 4E g ry4ait - - HEH

Hll BRI SRR i PR AN 5

> RIS E e e -

R 2 GRFEBEARKRRZEEHAILBED]

J Package Insert (HCP)

Clinically significant adverse reactions
(1) Rhabdomyosis and myopathy
(incidence unknown):

Since rhabdomyosis, which is
characterized by myalgia, weakness,
increased blood and urinary myoglobin,
may occur, followed by serious renal
disorder such as acute renal failure,
patients taking Product X should be
monitored carefully and if any such signs
are observed, the drug should be
discontinued immediately.

Myopathy may also occur. If extensive
magician, muscle tenderness or marked

17

Drug guide for patient

Adverse reactions?

Clinically significant adverse reactions
require special attention and main
subjective symptoms for each ADR are
listed. If the symptoms are caused by
ADRSs, or main subjective symptoms
described by each clinically significant
ADR in the list, several symptoms will
typically develop almost simultaneously.
If any of these symptoms occur, consult
your physician or pharmacist
immediately.

Clinically significant adverse reaction
Main subjective symptoms



increase in CK (PK) are noted, the drug Rhabdomyosis

should be discontinued. Limbs stiffness, numbness in hands and
feet, feelings of weakness, muscle pain,
reddish brown urine.

ERPR_ERAEHTA BAHE AN B E(ADR)IS 2
wSURENALARSE: 4R AH) - | TS HEERR LR RRERE

LRFEE o e IR S
TR - 55 - R | oo it BRI

PHLATE NS BB | L e
M SmEEER - /A |

IR EMS X BB EESEDEDH] > — BEER L REER B

H S TAe] LLEEEAR - TETL RIS 5E - FEERFER

H AT RS ERILEE - AR -

AILIAI IR BX Creatine-phospho-kinase; AL Bt =
R ETRE T - MRS L - PIBHE - TR - RE18: » B

- T RRELEE -

T~ i R EsHEE R E B 5T (Real-World Data) &ikt

HACEE i (&2 eab il FHE 5 57 (Real-World Data) &} 3 (5 ] 2009 4
TR EORE NDB (National Database of Health Insurance Claims and Specific
Health Checkups) [¢9 1 {8 2 T 5 B & AER}] » F 2018 F#iuny MID-NET®
(Medical Information Database NETwork) [33 ZZ & 1EE5E ~ 49 8 H & E A 7B
ok Bt 360 M Ehrataln]d 2 (HERIE AR (B 11) - WIesE SRR R iE i
B2 BB E AR - W] 0 R S50 b i &ARRE AR 4
T
® Partial Revision of the “Procedures for Developing Post-marketing Study Plans for

Drugs”, July 18,2024  https://www.pmda.go.jp/files/000274320.pdf

® Utilization of Medical Information Database in Pharmacovigilance and Its Examples,

June 9, 2023 https://www.pmda.go.jp/files/000265835.pdf
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11 PMDAZE F itk 27 &atihfE R E it 57 (Real-World Data) &t

Current Approach for Drug Safety Measures
Utilizing Real-World Data in PMDA

g Ministry of Health,
Drug Safety Assessment Labour and Welfare

Conventional tools Real-World Data

B Scientific review

B PEpi. studies by using Measures

B Data miningin Real-World Data
Spontaneous Report DB

Spontaneous Adverse Drug | “:;}’ MID'NET\ Medical
 Reaction ReportDB instiiultcigns
__NDB__—>

Overseas National Database of Health
. Insurance Claims and
Literature regulatory Specific Health Checkups of
: Japan . PO
actions - \ ' } Communication
N
MHEAGITA:

(—) WEERER: 02BN AR A TR G
(EUA) FI A SEIEH5 77 76 244¢ (Shionogi) B33 (COVID-L9) i Ll

" Xocova | #fE 12 -

[B12 Xocova (ensitrelvir fumarate)ZZ&R5Ra G

https://www.pmda.qo.jp/files/000267388.pdf,

Safety S-lgnal mon itori ng On hitps://www.pmda.go.jp/files/000267389.pdf (Only in Japanese)

XO cova (en s|t I’E|VI r fu ma rate) Incidence rate of elevated serum potassium level (CTCAE Grade 2)

(/1000month)100 Xocova

4 Settmg 20 Molnupiravir

0
Perl0d1 : 2016/1/1 A‘2023/1/31 Numhs::I:;l::l:r:: <]iO 2(10 5<10 ‘ <105 305 477 52
Period2 : 2016/1/1~ 2023/2128

Molnupiravir 1182 1199 1220 1931 2576 3024 3215

Period3 : 2016/1/1~ 2023/5/10 Incidence rate on Xocova 0.00 0.00 000 000 000 3435 83.39
Period4 : 2016]’1/1 —~ 2023/6/'30 Molnupiravir 25.27 24.78 23.81 2094 2089 1856 17.66
Period5 : 2016/1/1~2023/8/31 Hazard rates of elevated serum potassium level (CTCAE Grade 2)
Period6 : 2016/1/1~ 2023/10/31 age-sex adjuste.d 100
Period7 : 2016/1/1~ 2023/12/31 e
» Patients prescribed Xocova had a signal of ! H

elevated serum potassium level. 0
Study period 1 2 3 4 5 6 7

Based on other information such as clinical trials and case reports, there was no need to take
additional safety actions regarding the observed safety signals.
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777 70 K B F [ P B 2 £ 45 177 € (The International Council for Harmonization, ICH)

D

B
2!

2 BT EEmfEAE B AE =CICH E2B(R3) Individual Case Safety Report ({28248
ICSR) Specification and Related Files 5> S E - 2 ER (LB T LB HER
HEEELZ 4R - e HZR e 5 - BIREE A B KRR Z tERAEREA & K|

SRS - A EEINAEE 2 B S -
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