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1) Pharmacovigilance Consulting Services for FDA(US) ICH E2B(R3), EMA(EU), MHRA(UK), NMPA(China),
MFDS(Korea) and PMDA/MHLW(Japan)

2) GxP/CSV Consulting Services for Pharmaceutical & Medical Device in PV System and ERP(SAP S4/HANA)

Introduction About
Me Hirotsugu Atsumaru
Year Organization/Workplace Business/Theme e i
(2000 - 2025)

2021 - 2025 HiroPharmaConsulting Co., Ltd. -GxP/ GVP CSV Consulting Services
Representative PUTEeels ERP G)I(DFa)rﬁ:S;/atSeL:IpEcI)gI:DE GAMP COP (GAMP Japan Forum)
. ICI | ru
(YOdOgawa_ku’ Osaka) Incorporated - GAMP 5 2 nd Edition Japanese Translation Subcommittee (2024 -2025)

System

DI-MR: Data Integrity-Manufacturing Records Japanese Translation
Subcommittee
- Using CSV Tools Subcommittee (2025- >)

2019 to 2021 Hiroshi Pharma Consulting, Representative GxP/ GVP CSV Consulting Services
(Yodogawa Ward, Osaka City)

2007 - 2019 ArisGlobal Corporation/ArisGlobal KK Japan PV : Pharmacovigilance AP System

(Nishi-Shinjuku, Shinjuku-ku, Tokyo) *GVP Professional Services (SME)
+GVP Project Manager (PM)

2005 - 2007 Hasune Plant, Astellas Pharma Inc. Global Astellas Business IT Strategy Planning
Corporate IT Strategy Headquarters
General Manager, IT Strategy Planning Office
(Itabashi-ku, Tokyo)

2000 - 2005 Fujisawa Pharmaceutical IT Infrastructure/CSV: GxP/Network, Server and Client, Strategy and Planning
Deputy General Manager, Information Systems
Division
(Osaka, Yodogawa-ku, Kashima)
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ey points of today's announcement

1) Summary of Al-related announcements at the World Drug Safety
Congress

2) PV with AI functions: Pharmacovigilance System Recent trends

3) AI-PV System reliability assurance, GVP CSV issues and responses

4) Trends in AI-GxP regulatory authorities and related organizations
(FDA,EMA,MHRA,PMDA,MHLW, METI,MIC,MEXT,JPMA,ISPE,PDA)

<
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World Drug Safety Congress Europe 2024 : 7-8, Oct. 2024 Amsterdam

WORLD

DRUGSAFETY

CONGRESS EUROPE

ADDRESSING KEY CHALLENGES FOR SAFETY
PROFESSIONALS

7 - 8 October 2025 | Amsterdam RAI

TS €

- SAVE UP TO €1200

EUROPE’'S MOST EXCITING DRUG SAFETY & PV EVENT

TERRAPINN > World Drug Safety Congress Europe 2024

Home  Attendees&Networking  Speakers

1

Sponsors & Exhibitors ~ MyEvent My Badge

31 results

GxP environments and Al: proven implementations beyond the hype

Filters Sponsor presentation - iVigee

Session Type v @ Oct 9, 2024 3:45 PM to 405 PM
© Al &Automation, Auditerium

Location v 88 Presentation

Time zone

Jan Petracek
ivigee

AI/ML - opportunities in pharmacovigilance

© Event time zone
O My time

(Europe/Amsterdam)
zone (Asia/Tokyo)

Time format Sponsar presentation

@ Oct 10,2024 12:45 PM to 1:05 PM
© Digital Transformation, G107

© 12-hour format
O 24-hour format
88 Presentation

Sarah Sendrup
Herax

Applications of Al in pharmacovigilance

Sponsor presentation - Transperfect

Your schedule
Antificial intelligence in
pharmacovigilance at Pfizer: use of larg... >

Thu, Oct 10, 2024 9:20 AM

@ Oct9, 2024 5:30 PM to 5:50 PM

Unlocking the power of GenAl in life
sciences > © Al'&Automation, Auditorium

Thu, Oct 10, 2024 12:05 PM 23 Presentation

Christine Buggle
ect
Thu, Oct 10, 2024 1225 PM

On==
9’ pe == Al drivan enls ¢ cimn) anarting rulac

Generative Al and pharmacovigilance
writing - a winning combination 5

Products & Services

Prizes

&d

o LIE 1] i

guidance
requires navgating the regulatory
and ensuring compliance with data

mmmmm
ety - Entyre CONLORb LS

the modef

Photo by the author (October 7-8, 2024,)/RAI Amsterdam, NL

Al-related lectures:
Al-related: 31 Session (all: 257)

Assurance of reliability of Al-related systems and methods for checking GVP

CSV are issues.
- How to ensure compliance?

- How Can We Guarantee Reliability in Our Systems?
- What Are the Effective Methods for Validation?



https://www.terrapinn.com/conference/world-drug-safety-congress-europe/index.stm

World Drug Safety Congress Europe 2024 : 7-8 Oct. 2024 RAI Amsterdam

— . R Machine learning and emerging technologies
Artificial intelligence in pharmacovigilance at in patient safety
Pfizer: use of large language models z @ Wednesday, October 9, 2024 3:25 PM to 3:45 PM

20 min. (Europe/Amsterdam)

Thursday, October 10, 2024 9:20 AM to 9:40 AM
20 min. (Europe/Amsterdam)

© Al & Automation, Auditorium

Machine learning and emerging
technologles in patlent safety

Artificial intelligence in pharmacovigilance ° "™ Pfizer o e

83 Keynote

at Pfizer: use of large language models : BMS

88 Presentation

2024 at 3:25 PM t

Thursday, October 10, 2024 at 9:20 AM to 9:40 AM
Speakers
o =
E Mark Widd
Applications and innovations of Al in signal 5;: Senior Manager. Digital Capabilties, WorldWide Patient Safety &
Bristol Myers Squibb
management
® Wednesday, October 9, 2024 11:45 AM to 12:05
PM - 20 min. (Europe/Amsterdam)
o Application of i ions (MT) and
. . . . . . Al & Automation, Auditorium Al 0 ehdAGEnd case
Applications and innovations of Al in signal ,
88 Presentation Thursday, October 10, 2024 12:25 PM to 12:45 PM
@ -20min. (Eu ope/Amsterdam)
management PP : View time conflc

Application of machine translations (MT)

and Al technologies in end-to-end case © Automation, G104
i 88 Presentation .
processing
Thursday, October 10, 2024 at 12:25 PM to 12:45 PM A b b \/ e

Wednesday, October 9, 2024 at 11:45 AM to 12:05 PM

Pfizer

You may also like Speakers

You may also like Speakers Browse the different sessions and select the ones that

are most relevant to you. Achilleas Kalogirou

Feafaty 5 o

Browse the different sessions and select the ones that Lead, Office of Safety Operations &

Continuing the innovation journey in Moderna: AbbVie
are mostrelevantto you, Philip Jones clinical trials and case processing %

o
J Senior Director, Disease Area Cluster Lead, Inflammation & Immunology (=3

03 Signal Detection & Management Panel - Pfizer

Integration of real-world data into signal... >

Al driven solutions for simplifying reporting rules
@ Oct9, 2024 4:05 PM to 4:25 PM

-A PV system using AI function has been reported from Global f)o A1 Avtomation. Auditorium
Mega Pharma in Europe and America. 88 Presentation

Katarzyna Gruchala e Magdalena Gielo
-It is said that there is a large reduction in the introduction cost. Moderna Moderna




0. PV: AI-PV Validation Environment Surrounding Pharmacovigilance

Functions for applying Al, ML, and GenAl to PV

g Good ldea!

270 <

Pharma
Liape Company /

/_
P

ArisGlobal LSMV + NavaX
Veeva Vault Safety

IQVIA Vigilance Platform
Oracle Argus Safety

RxLogix PV Case Management

u B WN =
— S ~— ~—

~

N

{ PV System Vender J /

Manageme @
nt - Reduce Case Processing Costs with New I
@ 70p down PV System with Al Functions!
@— Go ahead ! - It has already started to be introduced at
leading Pharma, and it is showing its With Al
PV ﬂ effectiveness. K PV System
DQA_QC ® ® [ ) "DON'T MISS THE BOAT!!" o
epartm B
ent o K /

T
‘B B

- What about reliability assurance (QMS) and GxP CSV Validation for the new @
PV System with Al functions? .
- What is the guarantee of continued Validated status after Al auto-learning?

- Are regulations issued by FDA/EMA/MHRA/PMDA regulators?
"Do you have any good ideas?"”

\ /

General Marketing Manager (hereinafter, “General Manager ”), Domestic Quality
Operation Manager (hereinafter,” Product Manager ”), Safety Manager (hereinafter,

. s e
“Safety Manager " ©2025 by HiroPharmaConsulting® Co., Ltd.

Al PV Business Potential & Proposal
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Al PV Validation Method
& Services
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Case Safety Report) to a Contract Research Organization (CRO).

(Reference) Unit cost per case (external expenses to CRO) when a pharmaceutical company outsources the evaluation of ICSR (Individual

1)

Focused on Japan, with physician review ¥10,000 ~ ¥20,000
system
Company B Global Response, English Narrative Strengths ¥15,000 ~ ¥30,000
Company C Major foreign company, division of labor in ¥12,000 ~ ¥25,000

safety division

D Major domestic company, Japanese/English ¥10,000 ~ ¥20,000
translation and total evaluation

(Note 1) (* Industry market rate: research by the author)

-The consignment unit may be discounted depending on the number of cases (bulk) (e.g., 10 ~ 20% reduction for
1,000 cases or more per year).

-When night/holiday correspondence and PMDA/EMA/FDA transmission requirements are included, there is an
additional charge (+10 ~ 30%).

-Some CROs have flat-rate monthly contracts (e.g., fixed monthly payments up to 30 cases).

©2025 by HiroPharmaConsulting® Co., Ltd.

+ Simple evaluation
Basic SAE/AE triage, MedDRA coding, CIOMS output, narrative editing not
included
¥4,000 ~8,000

- Standard evaluation

Includes MedDRA coding, narrative confirmation, assessment of causality,
seriousness, and predictability, and preparation of CIOMS

¥9,000 ~15,000

- Advanced evaluation

Includes physician review, translation (between English and Japanese),
coordination with overseas partners, and collaboration with literature and
PSUR/DSUR

¥15,000 ~30,000

« Bibliographic case processing

Extraction from domestic and foreign literature +ICSR (including E2B support)

¥10,000 ~18,000

Assuming an average of 20,000 yen per case, if a major
pharmaceutical manufacturer has 100,000 ICSR evaluations
(100,000 cases) per year and outsourced 50% of the cases to an
external CRO, outsourcing costs would be ¥20,000 x 50,000 cases =
¥1 billion.

AI-PV cut costs by 50%, outsourcing costs could be
reduced by ¥500 million
(REALLY!? -QA_QC OK??)

~
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1. PV Validation Method for PV Systems with AI
Functions in Production (Before and After)
(Discussion)

\

©2025 by HiroPharmaConsulting® Co., Ltd.



1.1 Overview of New AI PV Validation Service

I New Proposal

Service Scope

Hiro Pharma
Consulting

@ : Recognized by Parma & Authority as a rational GVP/CSV method as Al PV
Validation Method

, S
U4
H E K 2 \ \
/] for Al PV Test 1
HH Cases i — | 1) ArisGlobal LSMV + NavaX
[ .. =L : 2) Veeva Vault Safety
‘ | 3) IQVIA Vigilance Platform
SO 4) Oracle Argus Safety
@ \ 5) RxLogix PV Case Management
GVP | Al PV Vah;:latl?n Method & H
csa |} f ® ! with A
@ AI PV (Japanese Patent Application) : \ PV System PV System Vender J
’:: \':\ Val. user J :
P |
P |
|

Al Regulations ?

@ : Assured case variations and reliability of Test Case Templates used for Al
PV Validation and continuously provided

Training Course =
& Materials B t l
\/— @‘ I I

Al PV Validation CSV Doc.

@, (4): Reduced effort for maintaining Al PV CSV Documents

Al PV VMP, URS/FRS,

’—------'-'-'-'-'-'-

Template Kits/ ) :
m PV z:;’;fs‘;“fe 0Q/eQTest: Seripts ® : Implementation of GVP CSV FS: Feasibility Study in Al PV Application.
/
S ’
RA: FDA/EMA/MHRA/
PMDA/NMPA/MFDS

©2025 by HiroPharmaConsulting® Co., Ltd. 9



1.2 AI PV Validation Core Method (1/4)

Need for GxP-compatible validation method of PV: Pharmacovigilance System
with AI function. "Background" "Purpose" "Outline of patent application"

1) "Initial evaluation of individual safety cases" process in a typical PV:

Pharmacovigilance Application System.

First, the background of PV: Pharmacovigilance and typical case processing process are

explained.

- In the red box in the right figure, the primary evaluation of adverse events (e.g.,

adverse drug reactions) occurring in patients is performed.

- Up to now, this red box has been processed and evaluated by the "human system" in
charge of input and acceptance, and finally, the "medical doctor" judges
"serious/non-serious," "Known/Unknown (New side effects? Has it been reported or
described in the package insert?)," causality between administered drug and adverse
drug reactions, etc., and reports to the regulatory authorities (PMDA, the Ministry of
Health, Labour and Welfare).

In Production

Innovation in E2E Case Processing with NavaX Cognitive
Automation

LifeSphere Advanced Intake [ > | Safety Database

©2025 by HiroPharmaConsulting® Co., Ltd.

Citation: ArisGlobal DIA Japan 2024 Seminar

Disruption in Safety Systems: Cutting through GenAI Hype to Generate True
RO, Slide-5.

The red frame is added by our company to specify the reference range.

10




1.2 AI PV Validation Core Method (2/4)

2) Recently (in the last 1-2 years), PV Application Packages incorporating Al technologies such as "AI, AI/ML,
GenAI, ChatGPT" have been developed and sold.

There are five representative manufacturers (ArisGlobal, Oracle, Veeva, IQVIA, RxLogix).

These manufacturers have already announced products, demos, and seminars as PV Systems with AI functions.

3) In the case of Pharmacovigilance Systems, it is necessary to comply with the GVP Ministerial Ordinance and
GVP Guidelines of the Ministry of Health, Labour and Welfare. If a pharmaceutical company uses its PV
Application System in its actual business (patient safety management), it must record the results of prior
verification work and document them together with evidence in order to guarantee the reliability of the PV
Application System before the actual operation. If there is an "audit” from the regulatory authority, it must
present the validated results and evidence without delay (regulation and legal regulation).

©2025 by HiroPharmaConsulting® Co., Ltd.
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1.2 AI PV Validation Core Method (3/4)

4) The reliability assurance activities described above are generally called GxP/CSV: Computerized System
Validation. There are already established methods and guidelines for the methods and recording of CSV
Tasks/Documents before production, and even for PV Application Systems incorporating Al, it is considered that
there is no problem to implement GxP/CSV using the same concepts and methods as before (there are no
particular problems).

5) However, in the phase of PV Application Systems after production: After Go-Live, when they are started to be
used in real business, it is difficult to evaluate "Learning! Effects (Are you getting smarter?)" and "Mixed with

false information?" of AI functions (almost in a black box state) as a result of automatic learning functions in a
timely and accurate manner by human. In addition, if future AI function expansion and technological innovation
progress rapidly, it is obvious that it will become even more difficult to evaluate them than now.
= Challenges of AI, AI/ML, and GenAlI: Hallucination problem "not true. that doesn't exist (hallucinations,
lies)." (Humans can't tell it right, right: trust AI?)
= Learning with large language models (LLMs), its reflection logic, and its result verification method have
not been established.

©2025 by HiroPharmaConsulting® Co., Ltd.
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1.2 AI PV Validation Core Method (4/4)

6) In the case of PV Application System, since it is a regulated system whose primary premise is to guarantee the
safety of the patient's life, it is required to have reliable function (99% correct). [20=95%, 306=99.7%.

If Al mistakenly judges a case that is "Serious/Unknown (This is the heaviest assessment and requires regulatory
reporting within 15 days of case receipt)" as "Non-serious/known (Record the assessment and do not need to be reported
by the authorities, but include it in the accumulation report)," it will be a Pharma Critical, Patient Critical error. If such an
erroneous case evaluation case is pointed out in the audit by the regulatory authority, the president of a
pharmaceutical company may be subject to regulatory guidance and be held responsible. Therefore, it is a very
important issue whether reliability assurance after operation of PV Application System is maintained (continuing
Validated PV System).

©2025 by HiroPharmaConsulting® Co., Ltd.
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1.3 Patent Application for AI PV Validation Core Method (1/2)

PV with AI Functions: GxP-Compatible Validation Method for Pharmacovigilance System (Patent Pending, Pending

Patent Application, Patent Application, Patent Application 2024-213393)

As for the validation method for the reliability assurance (validation) of AI functions in PV System, a rational
method that is acceptable to the PV responsibility of pharmaceutical manufacturers and the regulatory
authorities is required.

Therefore, HHIROPHARMA Consulting has devised a GVP Validation Method for PV System with AI Functions that is
reasonable and acceptable and does not require excessive validation workload, and has filed a patent application
(Generally, business process patents) with the Japan Patent Office. Then, in January 2025, we will start to provide
the initial consultation service required to apply this PV System Validation Method, AI Validation CSV template
Document Kits, AI Validation Test Cases Template, and AI Validation Training Support Set required for validation.

Patent Application Name "PV with AI: Validation Method for Pharmacovigilance System for GxP"

©2025 by HiroPharmaConsulting® Co., Ltd.
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1.3 Patent Pending, Request for Examination, AI PV Validation Core

| Method (2/2)

@ PV with AI Functions: A Validation Method for Pharmacovigilance System for GxP (Patent Pending, Request for

Examination, Japanese Patent Application 2024 -213393) < excerpt from part >

"The important point is."
GVP CSV master plan is drawn up, validation is performed
by combining the Al-powered PV System

Then, the CSV results and evidence Al-PV CSV report.
By using the Al-PV System whose reliability is guaranteed by the rational

@ 2

How to ensure the reliability of Al,
AI/ML, Gen-AI, LLMs and NLPs and
the application of regulatory

\ 4

©2025 by HiroPharmaConsulting® Co., Ltd.

?fi{&ﬁ-"}i\'l’l-ilﬁlm FrRI2024-213393 (Proof) #EHH: %0 64E12H 68 1/E
i3 ES PRI . . agugm
(x5 le I Al powered PV System is not validated capabilities (e.g. Chat-GPT,
oy e o zono Gemini, etc.)."
[fErriziEm]  REARTENEARNTE2TA16%F12—-703%5 HAS \
tteazr—<ardiLs 4 ¥N
[FK4] N

[#FRFHIREA]

requirements is a pressing issue for all
GxPs, not just GVP AI Application CSV.
(GLP/GMP/GCP/GDP/GVP...)

15



1.4 AI PV Validation ICSR Test Cases Sample

1) To validate the AI Case Intake & Triage function, ICSR Test Case Samples for case evaluation of CS (clinical trial), PMS (post-marketing), and Literature (literature) will
be provided.
2) In order to ensure the objectivity and rationality of the AI evaluation results, AI PV Validation of ICSR Test Cases provided by third parties is required, not the cases

| already evaluated by users

brmation of the case, including clinical course, therapeutic measures, outcome, and other relevant information" and

PMS : ICSR.xml E2B(R3) Format Test Cases Sample

J2.1a = Type “AB ': Japanese ADR case reports (post-marketing) ) are important

'<MC(I INﬁOg]gUUVO] xmlns urn h17-0rg:v3” xmlns:xsi="http://www. w3. org/2001/XMLSchema-instance” ITSVersion="XML 1.0” xsi:schemalocation="urn:hl7-org:v3 MCCI IN200100UVO1. xsd">
<|d exﬁeq5| ek 171?0000001 root "2.16.840.1.113883.3.989.2.1.3. 22" />
<crear|onT|me value= 20180803000000 />

/</ devi ice>

<I-="sC ¢
<responseMgdgCode code="D"/>
<|nterﬁc%|onld exgjgnp%logn L IN200100UV01' root="2,16.840.1.113883.1.6" /> v <controlActProcess classCode="CACT" moodCode="EVN"
& e it codeSystemVersmn 20 codebyster="2. 16,840, 113883, 3.980.2.1.1.7"/> s T':?SSJEE‘JQWUV GRS LI AT TS
N2 1 x —URF > <effect|veT|me value="20140714151617-0500" />
<|d exﬁenswon "JP PMDA 'lZ%ggUD(é]?T' root="2.16.840.1.113883.3.989.2.1.3.1"/> <l *B C.].Zic (DiateSOf Creatmn (with UTC offset) -—
z v<subject typeCode
<C'eatgg”7‘ge Value 20180803000000°/> v<investigationEvent ClassCode=" "INVSTG” moodCode="EVN">
Sinteract onld extgnsmn/)’PORR INO490160V" root="2. 16.840. 1. 113883.1.67/> j}d e“g"?"’"- USdAf SR(C;E;’;“‘E’g’f‘Bty'ggg;r% 1112.232 }dl;:‘?“ 3.989.2.1.3.1°/>
rocessingCode code= y
<brocessingiodeCode code="T"/> <id extension="US-APHARMA-8744554B" root="2. 16.840. 1. 113883. 3 989. 2 1.3.27/5
<accepﬁ*\gk¢°ge coge="AL"/> I_E Cd BPAT HBG"E’W U"c'iqge 74 %d?gtézéc?ti%s% 2 v
Shad g TS 5 S — <code code= codeSystem= 4" /> )
'3?2,',‘(% Hgﬁgggdg ’DEV deterningrCode="INSTANCE"> walue X8 typesTBLA o | T T WAL TS oo n GedCase Narrative Including Clinical Course, Therapeutic Measures, Outcome and Additional Re </text>
<| exﬁ995‘°” ”EIPhigma é%?—%gg%%ﬁ;§4° 1>113353 3.980.2.1.3.12"/> </</énve§6%%atiuncharacteristic> :;;;tusCo&e Egag Ngg{?sévs>lnclud1ng Clinical Course, Therapeutic Measures, Outcome and Addltlonal Relevant Information -—>
b i N PRV - subjec
</device> <I--"C1.11.1 v<effectiveTime>
</rece\ver> v <subject0f2 tvpeCode "SUBJ”> <low value="201401012112-0500"/>
Nzr2 — v<investigationCharacteristic, classCode="0BS" moodCode="EVN" e g =
'?Egder tynfcodefd 0 . <code Code="3"" codeSys en=". 16.840. 1. 113883. 3. 989. 2. 1. 1. 23 codeSystenVersion=" e Npet IS BITRY AOSIVE TIOM G~
levice classCode= DEV eterminerCode="INSTANCE"> <= G101 BERR EE
<id extension="PMDA” rogt="7.16.840.1.113883.3.989.2.1.3.11"/> Saluekeit pe="CE® ‘CodeSystem=" 2 16,840, 1. 113883, 3. 980, 2. 1. 1.5"/> <ava|lab|l|tyT|me value="20090101"/>
<I-="N2r2n Xy u—JREERRTF e o e ter TS <I-- C.1.5: Date of Most Recent Information for This Report -->

:/gb]ec f] )
v <subject0f? typeCode "SUBJ”>
v<investigatiopCharacteristic classCode="0BS" moodCode="EVN" e ., L B
<code code="4" codeSystem— 2.16.840.1.113883.3.989. 2. 1. 1. 23 codeSystemVersion="2.0" displayName="nullificationAmendmentReason”/>

'<value xsi:type="CE">
C IR EEER
<or|g|nalText> <JoriginalText>
</value
</|nvestlgatloncharacter|st|c>
ec

subjectdf2 typeCode= SUBJ">

McinvestioationCharacteristic, classCode="08S" moodCode="EVN"> ]
cnd(]e %%mgéSystg;}nw)Mo 1. 113883 3 089.5.1.3.2.1. 12" codeSystemVersion="1. sEpllEs s (F=saa) /> |
| . 1a: FRlES (FHEa
value xsi:type="CE” code="AB" codeS stem\lersnon- : 2.16. 840. 1. 113883.3.989.5.1.3. 2. 1. 1°/> |
</investigationCharacteristic>
su
<A -

J2.2.1
v<subject0f2 typeCode="SUB)">
v<investigationCharacteristic_classCode="0BS" moodCode="EWN">

©2025 by HiroPharmaConsulting® Co., Ltd.
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1.5 AI PV Validation GVP CSV Documents Template

ISPE GAMP® 5Guide: A Risk-Based Approach to Compliant GxP Computerized Systems (Second Edition) July 2022,

V-Model & Appendix D11 - A service that provides a CSV Documents Template for the Artificial Intelligence and Machine Learning (AI/ML) compliant
CSV V-Model Approach.

Figure 4.4: Approach for a Custom Application (Category 5)

Primary
Responsibility

Regulated
Company

___________________ Requirement: A

VMP: Validation Master Plan for Al-PV CSV Document TEMPLATE

VP a1 Py system: validation Master plane J
|
_ L

Document History-
e

e I

1. Purpose-

I | Descriplion of Change- } R WMP i3, FDA, EMA, MHRA, B4 58% - PMDA Oik 3 -SEHBY, GVP Reguiation KRS T 508
O VY VY

- - % PV Appication System £ Al RS NRLTHEN S A HEMMERALERS, WRSNE AL
1 Hiro Pharma s R ———
= Consulting SV REHBHTSH. -

2. Background
1) FHCHTEH SREILLTA. GVP Appication System OTFHOM 1L B ¥ 10200705
IR II=ICRIH TS MR-FATISENES.
a) FEBEMSL: —RI9% GxPICSV Guideline @755 (BI1F GAP S Risk hased Approach)

GVP Al PV Sy’stem p) THETS (DD BT L) &8 BELTERLTLS) .

b) TABEMEL: ALRNERELE GVP Asplication System ST PV: Pharmacavigiance

VMP: Validation Master Plan:« = snem) .

3. Al PV CSV Methodology-
System Name/Version No.« PV AI Vaiidation Theory/Methadoiogy

Specification Verification

After Go-Live Ti3, 3— MM - KT  post Go-Live a part re-Validation & 534 BB E-
halh 2. A part re-validation SCE. A S0 THURAESSE PV MM Resource THBTES
Doc Version: < SR FRSNLORETS (Weekly, Manthly, BIERIG, $55, FC—E, LI Daily)
Date: DD-Mmm-YYYY- 5. Re-validation . &5 PCRAIELRTER B8 75 70— HEBLIE. PV SPMTE MD: Medical
* Doctor &3R4 (re-vakdation B Standard Evaluated TEST Cases |ERESEMF—
SHMELT. ENEFRAET Al RECTEEENE (REME) LEIENERERNT
re-validation &, PV Daily Businass i M5 THWT 3. -

Code Modules

A 4

Supplier
Supplier Knowledge and Technical Expertise Supplier

o ra: Guideline & .
Type | Organization Description/Comments-

TSPE GAMES 2 Edition: A Rick-Based Approsch o |
ISPE- | Compliant Gx Computerized Systems, Appendix-
o1

aMms
DA, | US FDOA Discussion Faper - Arifical Infeligence |1
Drug Menufecturing:

= US FDA Discussion Faper — Using Archcial
HiroPharmaConsulting Co., Lid. - FDA- | Intelligance and hlachine Lesrning in the
Deparment/Project Name- Development of Drug and Biclogicsl Products:

. i 2-chome. - US FOA Reguistions: 21 GFR Fart 1 [Tile s
s o gt ozwgoes ) Reference: ISPE GAMP © 5 Guide: A Risk-Based Approach to Compliant GxP
Ao 1 (e Systems) B Computerized Systems (Second Edition) July 2022 Page -37, Figure 4.4 Approach
- - q _ A LLLESA S for a Custom Application (Category 5)
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3. Product functions of each manufacturer and vendor of PV

System implementing AI functions
(as of February 2025) < Only a part of this report is omitted.

©2025 by HiroPharmaConsulting® Co., Ltd.
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3.1 ArisGlobal : LSMV + NavaX (1/2)

ArisGlobal (hereafter AG) announced the product of PV System with AI function from 2019, and has been
developing AI from an early stage in the PV product industry.

The main target users are major pharmaceutical companies in Pharma Top-50 including Global Pharma/Region
Pharma.

At the World Drug Safety Congress in Europe in October 2024, as a GOLD Sponsor, the company actively
developed its PV System with AI, LSMV + NavaX.

In addition, AG acts as the host, and under the name of "Generative AI Council,"” the company's pharmaceutical
company users and AI-IT companies exchange information on the Council.
Attending Companies —BI, JNJ, Amgen, Merck, PMI, Astra Zeneca, Sanofi, USFDA, BMS, Roche, Microsoft, ArisGlobal, OMNY Health,

&more

©2025 by HiroPharmaConsulting® Co., Ltd.
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3.1 ArisGlobal : LSMV + NavaX (2/2)

Al capabilities of ArisGlobal LSMV NAVA-X
1. Unstructured data extraction using NLP
Automated extraction of adverse events from medical reports and literature and mapping to
MedDRA/WHO Drug codes.
2. Automated case retrieval
Machine learning determines the urgency and seriousness of cases and prioritizes them.
3. Signal Detection
Combines Bayesian and trend analysis to detect potential risks early.
4. Automatic report generation
Automatically generates E2B (R3) and CIOMS forms in accordance with regulatory requirements.
5. Workflow automation
AI takes over routine tasks (data entry, case routing).
6. Risk prediction model
Simulated risk of adverse drug reactions by patient group and supported RMP formulation.

©2025 by HiroPharmaConsulting® Co., Ltd.
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3.2 Veeva : Vault Safety (1/2)

Veeva provides industry cloud services for life sciences, supporting data, software, services and a wide range of
functions from R & D to commercial applications.

The PV Application System, under the product name Veeva Vault Safety, entered PV in 2019.
As a PV System, it is a latecomer compared to ArisGlobal and Oracle, which are two long-established companies,

but it has secured a certain market share in the PV field in the past few years by appealing to many core
businesses of pharmaceutical manufacturers that it is easy to work together with the same concept (DB).

©2025 by HiroPharmaConsulting® Co., Ltd.
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4.1 FDA

-Regarding the FDA's issuance of regulatory "regulations and guidelines" for AI functions, the FDA/Health-
Canada and MHRA jointly presented guidelines for GMLP: Good Machine Learning Practice for Medical Devices.
Subsequently, guidelines for FDA approval applications for medical devices have been issued.

Good Machine Learning Practice (GMLP) for Medical Device Development: Guidance by FDA, Health Canada, and MHRA Good Machine Learning Practice (GMLP) for Medical Device Development: Guiding
Principles by FDA, Health Canada, and MHRA

-However, a specific Code of Federal Regulation (CFR) for GxP, especially GVP, has not yet been issued.

Recent Topi cs: | SPE 2025 Annual Conference was also introduce

Di scussion on the Use of Artifcial Intelligence t ddraftsfanuary208e gul atory

[Considerations for the Use of Artificial Intelligence to Support Regulatory Decision-Making for Drug and Biological Products. Draft Guidance for Industry and Other Interested Parties] issued by 2025/1/6 FDA.
https://www.fda.gov/media/184830/download

Dec
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4.1 FDA

Issued by,

Search for FOA Guance
Gocumants

Docket Number:  FDA-202

GUIDANCE DOCUMENT

Considerations for the Use of Artificial
Intelligence To Support Regulatory Decision-
Making for Drug and Biological Products

Draft Guidance for Industry and Other Interested Parties

JANUARY 2026
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assessment guidelines.
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be issued in 20257
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Japan's MHLW/PMDA?

. 4

Considerations for the Use of
Artificial Intelligence to Support
Regulatory Decision-Making for

7 Drug and Biological Products

Guidance for Industry and Other
Interested Parties

DRAFT GUIDANCE

This guidance document is being distributed for comment purposes only.

USS. Department of Health and Human S
Food and Drug Administration
Center for Drug Evaluation and Research (CDER)
Center for Bi ion and Research (CBER)
Center for Devices and Radiological Health (CDRI)
Center for Veterinary Medicine (CVM)
Oncology Center of Excellence (OCE)
Office of Combination Products (OCF)
Office of Inspections and lnvestigations (O11)

January 2028
Artificial Intelligence

(Trends in the Establishment of AI Guidance in January 2025 and Responses of Pharmaceutical Companies and Relevant
Organizations: A Case Study)

/The "AI-Related Draft Guidance was presented \ - B
by the FDA on January 6, 2025, and the public i
comment period was closed for 3 months until = e et e A e e e
April 7, 2025. During this period, a total of 111 [ “w“"”l"““ks’*i;‘};m:j
comments were submitted to the FDA from - O—— p:m::«nm
pharmaceutical companies and related organizations - | = wmmw
Q\ Europe and the United States. / — e 72;

Public Comments

PDA (Parenteral Drug Association®) Global

Headquarters, PDA Europe, Comments have also

Pharmaceutical Engineering).

\_

been provided by ISPE (International Society for

~

4

& 1sPE

7 Al 2025

Dacksts Maragement Stafl (HFA-305)
Food and Diug Adminisiabor
8630 Fishars Lare, Rom. 1061

Raca, sz

1966 mppeaciars tha opporunity 1 SULE 1asa COMMen far your congidaralion. Plaass do Aot hesisse 10
conkact me i you Fve 80y Quesions.

Respecly

Considerations for the Use of Artificial Intelligence to Support Regulatory Decision-Making for Drug and Biological Products.

Draft Guidance for Industry and Other Interested Parties

Docket Number:FDA-2024-D-4689
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https://www.fda.gov/media/184830/download
https://www.regulations.gov/docket/FDA-2024-D-4689/comments
https://www.regulations.gov/docket/FDA-2024-D-4689/comments

4.1 FDA
Study
Considerations for the Use of Artificial Intelligence to Support Regulatory Decision Making for Pharmaceuticals and
Biological Products. (draft)

(2025 Trends in AI Guidance and Responses of Pharmaceutical Companies and Related Agencies: A Case

| IBackground (BACKGROANINDB) dpmk rfc gcamlb f _jd8 H_n_lcqgc rp_Ilgqgj_rgml*
Fmuctcp* rfc sqc md ?2G npcqgclrqgq slgosc af _jjclecqg, Dgpqgr* rflc t
gy Gerae seel om0 e plo 2 kWeoe e & | gl v gmEsac @ CraGy e w @o U el
Rf cpcdmpc* rfc b_r_ sqgcb rn bcdtdmp miv/s5p Gngfabre jgogg *q frnfiscj bb _‘rc. ksqgr| "¢
cv_knjc* gr amlr _glg icw b_r_ c¢cjckclrg _I'b glajsbcg _ qs ‘acgc|r |
pcnpcqgclr _rgtc md rfc k_| sd_arspgle npmacgqgqg mp mncp_rgml' b* b pc
CrGnanSgee md et armiko e v A miko s Ssrs s g b s b b g e g gk g a kcr f mbxG gl f
kmbcj ¢ pc bctcj mnch |l b fmu rfcw pc_af rfcgp amlajsqggmlqg* rfsq
pcesj _rmpw ds kgqqggml k w bcr g]j rfc kcrfmbmjmew mp npmacqgq Ppqgchtet
S:lareiprr g W ms-rpfie aasp_aw md rfc msrnsr md rfc kmbcgdwgl npn
Dog:-lscpwAe s sdmips g mke e 2 G ke mibi o gt ke pefc amneespisaEagelbeseb o tag prmilakee ke chof
rgkc md jc_plgle rfc kmbc,j ggq bg cpclr* rfc ncpadmpkcbl aco _md rbfpay dk
ufgaf pcosgpcqg k_glrecl | ac rfpmdief msr rfc jgdc awajc md rfc kmbc
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4.2 EMA

Presentation of Guiding Principles for AI-Large Language Models (LLMs) from the European Medicines Agency
(EMA) and the European Medicines Agency Commissioner (HMA) in Europe and Announcement of Letter on EMA
Al

SummaryoftheEs gbgl e NpghalgKkmisc g gdgmegb?Gw rfc CK? | bandtke? cmlg | ?gsgegssqerb O 7w rOf. cO 2C

Qcnrck cp 3* 0.02

‘The key point is that the document is named [Guiding principle on use of large language model in ...] and is a basic principle.
*The second point (This is the important point.) is the basic principles for conducting regulatory science and drug regulation [in
regulatory science and for medicines regulatory activities.]. In other words, the positioning of the "guiding principles" to be
observed during "regulatory activities" within the EMA and within European regulators. In other words, it is not for "Regulated
companies and related organizations (Pharmaceutical, medical device and medical institutions)" yet.

-With the recent progress in the use of LLMs (such as ChatGPT), the use of AI/LLMs within the EMA and within EU regulators
has begun, and it is helping to improve operational efficiency.

-However, it is an announcement from the EMA and HMA that "AI/LLMs should not be used unconditionally for regulatory work.

to think correctly, scientifically, rationally and use AI ----."
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https://www.ema.europa.eu/en/documents/other/guiding-principles-use-large-language-models-regulatory-science-medicines-regulatory-activities_en.pdf
https://www.ema.europa.eu/en/news/harnessing-ai-medicines-regulation-use-large-language-models-llms

4.3 MHRA

MHRA Policy Paper: MHRA UK Regulator, "The Impact of AI on Drug Regulation"

This Policy Paper presents the impact of AI on drug regulation in the UK MHRA. What Al-related regulatory work
does MHRA do? It is published as a Policy Paper for related organizations and regulated companies.

MHRA : Policy paper Impact of Al on the regulation of medical products Published 30 April 2024

©2025 by HiroPharmaConsulting® Co., Ltd.
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https://www.gov.uk/government/publications/impact-of-ai-on-the-regulation-of-medical-products/impact-of-ai-on-the-regulation-of-medical-products

4.4 Japan: PMDA, MHLW, METI, MIC, MEXT and JPMA

Regarding official regulatory information on AI Validation, some guideline reports have just begun to be presented.

-Guidelines for Utilization of Medical Digital Data for AI Research and Development: 2024/3/31 MHLW

-Report on AI-enabled Programmed Medical Devices: 2023/8/28 PMDA

-the Ministry of Internal Affairs and Communications, METI: AI Provider Guidelines: 2024/11/22
As for the government, the Ministry of Internal Affairs and Communications, METI, MEXT, MHLW, and others are working

with relevant parties to discuss their approaches to Al
-Japan Pharmaceutical Manufacturers Association: Utilization of AI in Data Management: 2022

Materials Presented at the 2025 ISPE Japan Headquarters May 29, 2025 (From MHLW and PMDA)
In cooperation with the 3 parties of industry, academia, and government, as well as overseas regulatory authorities and related
organizations, we would like to decide on specific AI-related guidelines, regulations, and ministerial ordinances.

(There is no specific timeline.)
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4.5 ISPE/GAMP

1. In GAMP 5 2nd Edition, "Appendix D 11 Artificial Intelligence and Machine Learning (AI/ML)" has been
added as a new supplementary information.

2. GAMP 5 2nd Edition "Japanese translation" was published at the end of April 2025.
https://guidance-docs.ispe.org/doi/book/10.1002/9781946964823 P

MY SEARCHES | SAVED SEARCHES

3. GAMP 5 2nd Edition "English original"” was published in July 2022. B

ISPE GAMP* 5: A Risk-Based Approach to Digital Purchase QO save for later
Compliant GxP Computerized Systems (Second
Edition) [Japanese Translation]

https://ispe.org/publications/guidance-documents/gamp-5-guide-2nd-edition

Member Price Join orLogin  $395.00

Published: Apal 2025

Pages: 410 Non-Member $770.00 usp

ADD TO CART

Download the
Description Table of Contents Acknowledgments Preface ISPE Mobile App

GAMP aims to deliver a cost-effective framework of good practice to ensure that computerized twork with giota

systems are effective and of high quality, fit for intended use, and compliant with applicable 3 ]
regulations. v 5= 3

Maintaining the principles and framework of the first edition, ISPE GAMP® 5: A Risk-Based e ISPE
Approach to Compliant G+P Computerized Systems (Second Edition) updates their application in
the modem world including the increased importance of service providers, evolving approaches to
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4.6 PDA

PDA/PQRI Advancing Artificial Intelligence in the Pharmaceutical Industry Workshop 2025
Navigating the Al Landscape: Your Roadmap for Success
10 - 11 SEP 2025, WASHINGTON, DC

PDA/PQRI Workshop to Promote Al Utilization in
the Pharmaceutical Industry 2025

2025/06/13 (Fri) 1:10/JST

Paving the Way for Al: A Roadmap for Success

September 10, 2025 - 11 Washington, D.C.

Event Information Agenda Promotionsand Press Locationand Travel Registration Presenters Sponsors & Exhibitors

Program Planning Committee

The Team Behind the Event's Agenda

© 0

Andrew C. Sara Cook, PhD Kir F. Henrici Janeen Skutnik-
Chang, PhD IliaCook Consulting The Henrici Group Wilkinson
Novo Nordisk President and Founder Chief Executive Officer Moderna

Vice President, Quality
and Regulatory
Compliance, Regulatory
Policy and Intelligence

Director, Global Quality,
Regulatory Intelligence
and External
Engagement

Register Now |

Contact Us (/?\
&

Registration Is Open for the PDA/PQRI Advancing Artificial Intelligence in the Pharmaceutical Industry Workshop 2025

Co-Chair, Peter J. Makowenskyj, MEng, G-CON, Co-Chair, Toni Manzano, PhD, Aizon <parenteral@pda.org>

& 2RCEE ‘ > X ||

| © =
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5. AI Guideline & Regulation References 1/3) : Display in chronological order, dated on Jun-2025

10.

11.

Proposed Regulatory Framework for Modifications to Artificial Intelligence/Machine Learning (Al/ML)-Based Software as a Medical
Device (SaMD) — Discussion Paper and Request for Feedback, 2020

Public Workshop — Evolving Role of Artificial Intelligence in Radiological Imaging
FEBRUARY 25 - 26, 2020

Artificial Intelligence and Machine Learning (Al/ML) Software as a Medical Device Action Plan. 12-Jan-2021

Summary Status of the FDA: Artificial Intelligence and Machine Learning (Al/ML) Software as a Medical Device (GMLP). 8-May-2021

Good Machine Learning Practice (GMLP) for Medical Device Development: Guiding Principles by FDA, Health Canada, and MHRA
[Content current as of: 10/27/2021]

[ISPE GAMP® 5 Guide: A Risk-Based Approach to Compliant GxP Computerized Systems (Second Edition) Appendix D11 - Artificial
Intelligence and Machine Learning (Al/ML) Page-269]. July 2022

Predetermined Change Control Plans for Machine Learning-Enabled Medical Devices: Guiding Principles: Oct-2023

I1SO/IEC 42001:2023 [Information technology — Artificial intelligence — Management system] 2023

ISPE : Machine Learning Risk and Control Framework Pharmaceutical Engineering:
The Official Magazine of ISPE, January/ February 2024 Volume 44, Number 1

ISPE : Artificial Intelligence Governance in GxP Environments:
The Official Magazine of ISPE, July/August 2024 Volume 44, Number 3

Artificial Intelligence & Medical Products: How CBER, CDER, CDRH, and OCP are Working Together], March 2024

https://www.fda.gov/media/122535/download

https://www.fda.gov/medical-devices/software-medical-device-samd/artificial-intelligence-and-machine-learning-software-

medical-device

https://www.acadrad.org/wp-content/uploads/2020/03/Academy-FDA-Al-Workshop-Summary-3.pdf

https://www.fda.gov/media/145022 /download

https://hiropharmaconsulting.com/news/2021/05/08/vol-3-no-6/

https://www.fda. gov(med|a/153486/download

develogment gmdmg-grmmgles?utm medium=email&utm_source=govdelivery

GAMP 5 Guide 2nd Edition | ISPE | International Society for Pharmaceutical Engineering
https://guidance-docs.ispe.org/doi/book/10.1002/9781946964571

https://www.fda.gov/medical-devices/software-medical-device-samd/predetermined-change-control-plans-machine-learning-

enabled-medical-devices-guiding-principles
https://www.fda.gov/media/173206/download?attachment

https://www.iso.org/standard/81230.html

https://www.meti.go.jp/press/2023/01/20240115001/20240115001.html?utm_source=chatgpt.com

https://ispe.org/pharmaceutical-engineering/january-february-2024/machine-learning-risk-and-control-
framework#footnotel5_gw7ghcs

https://ispe.org/pharmaceutical-engineering/july-august-2024/artificial-intelligence-governance-gxp-environments

https://www.fda.gov/media/177030/download
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https://www.fda.gov/medical-devices/software-medical-device-samd/artificial-intelligence-and-machine-learning-software-medical-device
https://www.acadrad.org/wp-content/uploads/2020/03/Academy-FDA-AI-Workshop-Summary-3.pdf
https://www.fda.gov/media/145022/download
https://www.fda.gov/news-events/press-announcements/fda-releases-artificial-intelligencemachine-learning-action-plan
https://hiropharmaconsulting.com/news/2021/05/08/vol-3-no-6/
https://www.fda.gov/medical-devices/software-medical-device-samd/good-machine-learning-practice-medical-device-development-guiding-principles?utm_medium=email&utm_source=govdelivery
https://www.fda.gov/medical-devices/software-medical-device-samd/good-machine-learning-practice-medical-device-development-guiding-principles?utm_medium=email&utm_source=govdelivery
https://www.fda.gov/medical-devices/software-medical-device-samd/good-machine-learning-practice-medical-device-development-guiding-principles?utm_medium=email&utm_source=govdelivery
https://ispe.org/publications/guidance-documents/gamp-5-guide-2nd-edition
https://guidance-docs.ispe.org/doi/book/10.1002/9781946964571
https://www.fda.gov/medical-devices/software-medical-device-samd/predetermined-change-control-plans-machine-learning-enabled-medical-devices-guiding-principles
https://www.fda.gov/medical-devices/software-medical-device-samd/predetermined-change-control-plans-machine-learning-enabled-medical-devices-guiding-principles
https://www.fda.gov/media/173206/download?attachment
https://www.iso.org/standard/81230.html
https://www.meti.go.jp/press/2023/01/20240115001/20240115001.html?utm_source=chatgpt.com
https://ispe.org/pharmaceutical-engineering/january-february-2024/machine-learning-risk-and-control-framework#footnote15_qw7qhcs
https://ispe.org/pharmaceutical-engineering/january-february-2024/machine-learning-risk-and-control-framework#footnote15_qw7qhcs
https://ispe.org/pharmaceutical-engineering/july-august-2024/artificial-intelligence-governance-gxp-environments
https://www.fda.gov/media/177030/download

5. AI Guideline & Regulation References (2/3) : Display in chronological order, dated on 3-Jun-2025

13.

14.

15.

16.

17.

18.

19.

20.

21.

22,

ublications/impact-of-ai-on-the-regulation-of-medical-products/impact-of-ai-on-the-

MHRA : Policy paper Impact of Al on the regulation of medical products Published 30 April 2024

regulatlon of medlcal—groduct

Guiding principles on the use of large language models in regulatory science and for medicines regulatory activities: 29 August 2024 https://www.ema.europa.eu/en/documents/other/guiding-principles-use-large-language-models-regulatory-science-medicines-
regulatory-activities_en.pdf

Harnessing Al in medicines regulation: use of large language models (LLMs) : 5 September 2024 https://www.ema.europa.eu/en/news/harnessing-ai-medicines-regulation-use-large-language-models-lims

Reflection paper on the use of Artificial Intelligence (Al) in the medicinal product lifecycle 9 September 2024 https://www.ema.europa.eu/en/documents/scientific-guideline/reflection-paper-use-artificial-intelligence-ai-medicinal-product-
lifecycle_en.pdf

EXECUTIVE SUMMARY FOR THE DIGITAL HEATH ADVISORY COMMITTEE MEETING https://www.fda.gov/media/182871/download
Total Product Lifecycle Considerations for Generative Al Enabled Devices : November 20 — 21, 2024 https://www.fda.gov/advisory-committees/advisory-committee-calendar/november-20-21-2024-digital-health-advisory-
committee-meeting-announcement-11202024

Marketing Submission Recommendations for a Predetermined Change Control Plan for Artificial Intelligence-Enabled Device https://www.fda.gov/media/166704/download
Software Functions, Dec. 2024

The FDA published the Draft Guidance: Artificial Intelligence-Enabled Device Software Functions: Lifecycle Management and https://www.fda.gov/media/184856/download
Marketing Submission Recommendations. January 6, 2025 https://www.fda.gov/regulatory-information/search-fda-guidance-documents/artificial-intelligence-enabled-device-software-

functions-lifecycle-management-and-marketing

Considerations for the Use of Artificial Intelligence to Support Regulatory Decision-Making for Drug and Biological Products https://www.fda.gov/regulatory-information/search-fda-guidance-documents/considerations-use-artificial-intelligence-support-
Guidance for Industry and Other Interested Parties. 6-Jan-2025 regulatory-decision-making-drug-and-biological

https://www.fda.gov/media/184830/download

How to Validate Al in GxP Applications for Life Science Companies https://fivevalidation.com/how-to-validate-ai/
AAAI 2025 PRESIDENTIAL PANEL ON THE FUTURE OF Al RESEARCH by AAAI(Association for the Advancement of Artificial https://aaai.org/wp-content/uploads/2025/03/AAAI-2025-PresPanel-Report-FINAL.pdf

Intelligence) in March 2025.

ISO/IEC FDIS 42006: Information technology — Artificial intelligence — Requirements for bodies providing audit and certification of https://www.iso.org/standard/44546.html?utm_source=chatgpt.com
artificial intelligence management systems. 2025

©2025 by HiroPharmaConsulting® Co., Ltd.

MHRA

EMA

EMA

EMA

FDA

FDA (CDRH, CBER, CDER, OCP)

FDA (CDRH, CBER, CDER)

FDA (CDER, CBER, CDRH, CVM,

OCE, OCP, Oll)

FIVE Validation (Consultant)

AAAI (Association for the
Advancement of Artificial
Intelligence)

ISO/IEC
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https://www.gov.uk/government/publications/impact-of-ai-on-the-regulation-of-medical-products/impact-of-ai-on-the-regulation-of-medical-products
https://www.gov.uk/government/publications/impact-of-ai-on-the-regulation-of-medical-products/impact-of-ai-on-the-regulation-of-medical-products
https://www.ema.europa.eu/en/documents/other/guiding-principles-use-large-language-models-regulatory-science-medicines-regulatory-activities_en.pdf
https://www.ema.europa.eu/en/documents/other/guiding-principles-use-large-language-models-regulatory-science-medicines-regulatory-activities_en.pdf
https://www.ema.europa.eu/en/news/harnessing-ai-medicines-regulation-use-large-language-models-llms
https://www.ema.europa.eu/en/documents/scientific-guideline/reflection-paper-use-artificial-intelligence-ai-medicinal-product-lifecycle_en.pdf
https://www.ema.europa.eu/en/documents/scientific-guideline/reflection-paper-use-artificial-intelligence-ai-medicinal-product-lifecycle_en.pdf
https://www.fda.gov/media/182871/download
https://www.fda.gov/advisory-committees/advisory-committee-calendar/november-20-21-2024-digital-health-advisory-committee-meeting-announcement-11202024
https://www.fda.gov/advisory-committees/advisory-committee-calendar/november-20-21-2024-digital-health-advisory-committee-meeting-announcement-11202024
https://www.fda.gov/media/166704/download
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/artificial-intelligence-enabled-device-software-functions-lifecycle-management-and-marketing
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/artificial-intelligence-enabled-device-software-functions-lifecycle-management-and-marketing
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/artificial-intelligence-enabled-device-software-functions-lifecycle-management-and-marketing
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/considerations-use-artificial-intelligence-support-regulatory-decision-making-drug-and-biological
https://www.fda.gov/regulatory-information/search-fda-guidance-documents/considerations-use-artificial-intelligence-support-regulatory-decision-making-drug-and-biological
https://www.fda.gov/media/184830/download
https://fivevalidation.com/how-to-validate-ai/
https://aaai.org/wp-content/uploads/2025/03/AAAI-2025-PresPanel-Report-FINAL.pdf
https://www.iso.org/standard/44546.html?utm_source=chatgpt.com

5. AI Guideline & Regulation References (3/3) : Display in chronological order, dated on 3-Jun-2025

Japan PMDA/MHLW/METI/MIC/MEXT/JPMA/ISPE

1.

Utilizing Artificial Intelligence in Data Management: AI starting from now Japan Pharmaceutical Manufacturers
Association
Data Science Subcommittee 2022 Task Force 1-1 May 2023 May 2023

Report on AI-powered Program Medical Devices August 28, 2023 PMDA Scientific Committee

Guidelines for Utilization of Medical Digital Data for AI Research and Development March 31, 2024 the Ministry of
Health, Labour and Welfare
Guideline Development Group on Utilization of Digital Data for AI Research and Development

“Guidelines for AI Business Operators (Version 1.01) ”
Attachment “Guidelines for AI Business Operators (Version 1.01) ” November 22, 2024 the Ministry of Economy,
Trade and Industry, the Ministry of Internal Affairs and Communications

ISPE GAMP® 5: A Risk-Based Approach to Compliant GxP Computerized Systems (Second Edition) (Published April
2025, April 2025)

2025/5/14 Law for Partial Revision of the Act on Securing Quality, Efficacy and Safety of Pharmaceuticals, Medical
Devices, etc.
(May 14, 2025)

-Administrative Initiatives for Thorough Manufacturing and Quality Control of Pharmaceuticals

-Utilization and Regulation of AI Technology

-the Ministry of Education, Culture, Sports, Science and Technology Initiatives for Building a Foundation for the
Realization of Next-Generation Healthcare

https://www.jpma.or.jp/information/evaluation/results/allotment/g75una00000024me-att/DS 202305 2022TF1 1 Al DM.pdf

https://www.pmda.go.jp/files/000263891.pdf

https://www.mhlw.go.jp/content/001310044.pdf

https://www.meti.go.jp/shingikai/mono_info_service/ai_shakai_jisso/pdf/20241122 1.pdf

https://www.meti.go.jp/shingikai/mono_info_service/ai_shakai_jisso/pdf/20241122 2.pdf

https://www.meti.go.jp/shingikai/mono_info_service/ai_shakai_jiss0/20240419 report.html

https://hiropharmaconsulting.com/news/2025/05/07/vol-7_no-13_ispe-gamp-5-2nd-edition-japanese/

https://guidance-docs.ispe.org/doi/book/10.1002/9781946964823

https://www.mhlw.go.jp/content/001403559.pdf

https://www.mhlw.go.jp/content/001476998.pdf

https://www.mhlw.go.jp/content/001403561.pdf

https://www.mhlw.go.jp/content/001403562.pdf

https://www.mhlw.go.jp/content/001403563.pdf

Materials Presented at the 2025 ISPE Japan Headquarters May 29, 2025
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JPMA
(Japan Pharmaceutical
Manufacturers Association)

PMDA
(Pharmaceuticals and Medical
Devices Agency)

MHLW
(Ministry of Health, Labour and
Welfare)

METI & MIC

(Ministry of Economy, Trade
and Industry)

(Ministry of Internal Affairs and
Communications)

ISPE (International Society of
Pharmaceutical Engineering)

MHLW
(Ministry of Health, Labour and
Welfare)

MHLW
PMDA
MEXT
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https://www.jpma.or.jp/information/evaluation/results/allotment/g75una00000024me-att/DS_202305_2022TF1_1_AI_DM.pdf
https://www.pmda.go.jp/files/000263891.pdf
https://www.mhlw.go.jp/content/001310044.pdf
https://www.meti.go.jp/shingikai/mono_info_service/ai_shakai_jisso/pdf/20241122_1.pdf
https://www.meti.go.jp/shingikai/mono_info_service/ai_shakai_jisso/pdf/20241122_2.pdf
https://www.meti.go.jp/shingikai/mono_info_service/ai_shakai_jisso/20240419_report.html
https://hiropharmaconsulting.com/news/2025/05/07/vol-7_no-13_ispe-gamp-5-2nd-edition-japanese/
https://guidance-docs.ispe.org/doi/book/10.1002/9781946964823
https://www.mhlw.go.jp/content/001403559.pdf
https://www.mhlw.go.jp/content/001476998.pdf
https://www.mhlw.go.jp/content/001403561.pdf
https://www.mhlw.go.jp/content/001403562.pdf
https://www.mhlw.go.jp/content/001403563.pdf

Amsterdam:at “Rijksmuseum” [Rembrandt Gallery]

Photo by author (October 6, 2024 - Rijksmuseum), Rijksmuseum Amsterdam, 6 Oct 2024

Night Watch - Quality inspectors of the textile union
( De Nachtwacht, Rembrandt van Rijn 1642 / ( De Staalmeesters, Rembrandt van Rijn, 1662/

The Night Watch) The Sampling Officials)
< Under restoration >



https://www.rijksmuseum.nl/ja/visit
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