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Objective: This study aimed to investigate the implementation status of post-marketing surveillance (PMS) at PhARMA and EFPIA member companies, analyze recent
trends and changes in PMS at foreign-affiliated companies, and consider future prospects.

Methods: A questionnaire survey was conducted in April 2025 on the implementation status of PMS in FY2024 (April 2024 ~ March 2025) for PhARMA member companies
and EFPIA Pharmaceutical Affairs Committee member companies, and the results were analyzed based on the aggregate results. In addition to the longitudinal trends of
the same survey items as in the past, we also summarized the trends of DB surveys, registries-based surveys, and all-case surveys, reasons for conducting or not
conducting PMS, background and rationale for conducting the survey, survey monitoring systems, obtaining consent, and publishing the results of surveys.

Results and Discussion

Among the member companies, 22 companies responded regarding PMS. In FY2024, PMS was implemented for 34 (47%) of the 73 approved items at those companies.
The implementation rate has substantially decreased compared to the previous year (80%). The most common reason for not conducting PMS was the availability of
sufficient safety data, including information from international sources. Of the PMS surveys (out of 34 surveys), 50% (17 surveys) were specific use performance surveys,
18% (6 surveys) were general use performance surveys, and 32% (11 surveys) were database surveys. In FY2024, no comparative survey was conducted. In 2024, database
surveys were increased in the trend of survey types for approved items compared to the previous year.

There were 8 all-case surveys for 8 items. This was 35% of the surveys (general use performance survey, specific use performance survey) to be conducted for items
approved in FY2024. Of the 8 studies, 5 were for rare disease drugs. In FY2024, 3 companies had their approval conditions lifted for all-case surveys, and the period from
the start of negotiations with the regulatory authorities to the lifting of the approval conditions was 24 months or more (1 company), and 18 months to 24 months (2
companies), respectively.

Of the 11 database surveys that were to be conducted in FY2024, 6 were proposed by companies and 5 were conducted upon consultation with regulatory authorities. In
addition, there was 1 survey in which the company had initially proposed a database survey, but as a result of discussions with regulatory authorities, changed to a survey
other than a database survey. Of the 11 database surveys, 1 study planned to use a registry, 1 study with MID-NET, 7 studies with commercial databases and 2 studies
were undecided yet. In addition, after conducting the database survey, 11 companies responded that there was a gap from the initial assumptions, and the main gaps
were increased resources (3 companies), increased costs (4 companies) and the number of eligible cases were limited (2 companies).

Of the 20 companies conducting the all-case survey, 15 (75%) obtained some kind of consent in the all-case survey, and 14 (93%) on academic conferences and paper
presentations, 12 (80%) on secondary use of data, and 3(20%) on participation in the survey.

Regarding the publication of PMS results, although it may vary from survey to survey, many companies had a process for disclosing at academic conferences or
publications. In 67% of the companies, the PMS department reported the results not only at the end of the survey, but also at the interim. At foreign-affiliated companies,
a pronounced trend to proactively publish the results of PMS as interim and final reports, including obtaining consent to publish the results was observed, as in the
previous year.

In addition to the above, we plan to present the results of the survey as an overview of the PMS survey, on trends in the target number of cases, survey period, and cost,
as well as the timing of issuance of inquiries at the time of initial application and the time of agreement on the implementation plan.
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* PMS was conducted for 47% of approved drugs.

e 15 of the 39 products with No PMS were granted a new reexamination.
* The most common reason for PMS was because there was a clear research question, while the most common
reason for not PMS was because there was reasonable safety information, including from abroad.




" Reasons for conducting/not conducting PMS

Reasons for conducting PMS (N=34) The relevant section of the RMP that led to
0% 20% 40% 60% 80% 100% . .
’ ’ ’ ’ ’ ’ the implementation of the study (N=23)
Clear research question 23 11 * multiple answers allowed
Small sample size in the clinical trial 14 20

Important potential risks 17 6

Very limited safety information, including from overseas 10 24
Important identified risk 13 10

To evaluate long-term safety 9 25
No safety information even from the use of similar drugs 7 27 Efficacy
To investigate risk factors for severe disease important missing information [ 2
Other Other [l 22
Dosage and usage differ from the existing indication 5 29 0% 50% 100%
Necessary to clarify the causal relationship of the risk ] 31

B Applicable B Not applicable

Different safety from existing indication  [0] 34

H Applicable  ® Not applicable . L. .
Distribution by number of cases

Reasons for not conducting PMS (N=39)
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Sufficient global safety data is available Important identified risk

No safety difference from existing indication Efficacy

To be conducted if a new research question arises Important missing information

PMS ongoing for existing and added indications
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Other
Same dosage and administration as existing indications
Safety supported by experience with similar drug 0% 20% 40% 60% 80% 100%

Other

m ~100 m101~300 m301~500 501~1000
W Applicable ® Not applicable B 1001~2000 =2001~3000 =m3001~



* Background to the PMS

Reason for conducting the survey (N=34) If you selected an option other than' Was this safety concern part of the
Post-marketing survey agreed after risks proposed at (s)NDA submission?
1, 3% PMDA consultation' were there any (N=34)
changes to the safety considerations?

1, 3%

(N=26)

W Yes

20, 59%

26, 76%
B No

17, 65% m Yes

Was the safety concern a new risk added

H No
during the approval review process? (N=34)

W Agreed with PMDA as proposed by the company

B Post-marketing survey agreed after PMDA consultation

m Database survey changed to drug-used result survey after PMDA discussion
Drug-used result survey changed to database survey after PMDA discussion

m Other

* 59% of the proposals were implemented as proposed by companies. 12, 35%

 Safety considerations have changed in 35% of cases where it was decided 22, 65%  Ves

to implement the consultation. m No

* 35% of safety considerations added during the approval review process.
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e==Drug-used result survey ==Special drug used result survey
====Comparative drug-used result survey Database survey

The proportion of database surveys increased and
the specific drug-used result survey decreased.

Of the 11 DB surveys, two were conducted after con
sultation with PMDA.

The one survey is the cases of a DB survey being
proposed, but it was later concluded to conduct a

drug-used survey after discussion with PMDA.

PMS type trend and Background

Trend of PMS type

Drug used result survey

2018 N=40
2019 N=37
2020 N=35
2021 N=41
2022 N=31
2023 N=41
2024 N=23

0% 20% 40% 60% 80% 100%

Database Survey

2018 N=9
2019 N=18

2020 N=6
2021 N=7
2022 N=6
2023 N=6

2024 N=11

0% 20% 40% 60% 80% 100%

W Agreed with PMDA as proposed

B Post-marketing survey agreed after PMDA consultation

B Database survey changed to drug-used result survey after PMDA discussion
Drug-used result survey changed to database survey after PMDA discussion

B Other



* PMDA interaction timing in drug-used result surveys

First submission of protocol to PMDA

First inquiries regarding the survey

2020 (N=34) |EFIE 3 2 14 3 2021 (N=41) 15 14 TR

2021 (N=41) 8 9 6 7 1 9 1 2022 (N=31) 7 19 )

2022 (N=31) 6 1 6 3 2 12 1 2023 (N=41) 9 17 9 6

2023 (N=41) 6 3 10 12 7 3 2024 (N=23) 7 8 22 31

2024 (n=23) FIENEEIENE - o0 o %0 A0 >0
M Inquiries before/during the first interview B Inquiries after the first interview
B Additional inquiries up to 2 weeks before Expert discussion B Additional inquiries after 2 weeks before Expert discussion

0 10 20 30 40 50 mInquiries / Additional inquiries after Expert discussion B Inquiries / Additional inquiries after Committee on Drug
m NDA B Inquiries before/during the first interview Making agreement With PMDA about prOtOCOI,

B Inquiries after the first interview B Additional inquiries up to 2 weeks before Expert discussion
W Additional inquiries after 2 weeks before Expert discussion M Inquiries / Additional inquiries after Expert discussion
M Inquiries / Additional inquiries after Committee on Drug

* 13% of the surveys had submitted protocols by the 20RL S0
time of the first interview. 2022 N=31
* More than 65% of the first inquiries related to PMS 2023 N=41
were issued by the time of inquiries after first interview. | . \_ .3

* In 60% of the surveys, the protocols, registration forms,
and survey forms were agreed with PMDA after

Committee on Drug.

M Inquiries before/during the first interview
m Additional inquiries up to 2 weeks before Expert discussion
M Inquiries / Additional inquiries after Expert discussion

registration form and CRF

2 9 28
14 15
16 24
9 14
0 5 10 15 20 25 30 35 40 45

M Inquiries after the first interview
Additional inquiries after 2 weeks before Expert discussion
M Inquiries / Additional inquiries after Committee on Drug



(6) Drug-used result survey PMDA interaction
-inquiries timing-

The queries requesting revisions to the Item of inquiry(N=16)

implementation or design of RMP post-

marketing surveillance (N=23) B Setting a control group for comparison

(ex': nyrnber.of cases, study design, t?tc., which have B Increase in the number of cases
a significant impact on the company's budget)

m Extension of the survey period

Modification of safety infomration to

be collected
H Other

16, 70% W Yes
B No

Timing of first inquiry (N=16)

M Initial interview

After initial interview (0 cases)

* In 70% of the cases, received inquiries affected the = Within 2weeks before expert meeting

budget. W Within 2weeks after expert meeting
* In 62% of cases, inquiries were issued after expert B After expert meeting

meeting. M BUKAI meeting (0 cases)




{7 Drug-used/Special Drug-used result survey
-Survey number patients, period and cost-

Number patients per PMS Enrollment period Observation Period per Patient

2022 N=31 10 14 3 2022N=31 B 13 8 n 2022 N=31 9 10 6
2023 N=41 21 8 5 ! 2023 N=41 IR 12 n 2023N=41 [E 14 11 4

2024 N=23 13 6 2 2024 N=23 2024 N=23 [ 11 4

0% 50% 100% 0% 50% 100% 0% S0% 100%
B ~24W m6M (24W) ~52W
m ~100 m100~300  m300~500 m~1Y m1~2Y m2~3Y m3~5Y m>5Y m1y (52W) ~2v 2Y~3Y
500~1000  ®1000~2000 ® 2000~ 3000 m >3y
Cost of PMS (excluding of monitoring cost) Monitoring Cost
2024n=23 [ 16 5 2024 n=23 | EEEEC
0% 20% 40% 60% 80% 100% 0% 20% 40% 60% 80% 100%
B ~100M Yen B 100M ~300M Yen
B 300M ~500M Yen >500M Yen

B ~100M Yen ® 100M ~300M Yen ® 300M ~500M Yen >500M Yen

B Not Outsourced M Individual PMS cost not available or unknown
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* More than one-third of the drug used results
surveys conducted were all-case survey. The trends
haven’t changed significantly.

* The main reason companies proposed all-case
survey was because the disease was rare and the

number of cases was small.

Proposal from
companies

All-case survey trend (per protocol)

0% 10% 20% 30% 40% 50% 60% 70% 80% 90%

B Poposal from companies and normal review

100%
B Poposal from companies and rare disease

M Discussion with PMDA and rare disease Discussion with PMDA and normal Review

Reasons for all-case survey

Requests from 2023
academic societies 2024
There are particular 2023
safety concerns 2024
There are feworno 2023
clinical trials in Japan 2024

2023
Low patient numbers 55,

0 2 4 6 8 10 12

M Poposal from companies and normal review
Discussion with PMDA and normal Review

B Poposal from companies and rare disease
W Discussion with PMDA and rare disease



(9) All case survey
-Lifting of approval conditions and implementation-

Lifted the condition for approval of all-case All-case survey conducted
survey from 2024/04 to 2025/03 (N=22) from 2023/04 to 2025/03 (N=22)

Approval condition or not
(n=19)

2,11%
1,5%

Time from the start of negotiation
with PMDA to the lifting of

approval conditions ‘ M Yes
16, 84%
>12M, =18M :2 H No
19, 86% >24M 01 19, 86% M Both
M Yes
W Yes = No

H No ® Unknown (0 case)

* Three companies experienced the lifting of approval conditions in FY2024.
It took more than 12 months from consultation to lifting of approval conditions.
* In the past two years, 86% of the companies have conducted the all-case survey.

Of these, 95% of companies have been granted the approval conditions.




{10) Characterization of database (DB) survey

Reason for Database Survey NOT planned Data source trend

68%(21) 2019 (N=18) 4 9 5
Data can not be collected through DB . 41%(17)
o 2020 (N=6) [TFEIFNEEIE
DB is not suitable to evaluate specific risk “%(13)
65%(15) 2021 (N=7) [ml

3%(1)
i%) 5%(2) 2022 (N=6)

Lack of understanding about DB in company

Y
N
N
— -
N
w
N

Lack of experien W 3%(1) 2023 (N=6) 111
acon expenience W 2022 (N=31) -
Outcome validation is too complicated W 2023 (N=41) 2024 (N=11) 4 2 1.1 2
Other M 22%(9) 2024 (N=23) VIDNET RMDY B IVDC. B RWD = A oot determined.
4%(1) [ | - [ | B JMDC = B Registry M Not yet determine
Reason for database planning (N=11) Cost (N=11) unit :Yen
0 ! 2 3 4 > 500V~ I
For comparative analysis I 1 300M~500M O
To gain experience N 1 100M~300M I S
Appropriate to assess the risks I £ 50M~100 M I
To save resources and costs NN 3 ~50M 0
[
Others 2 o 1 2 3 4 5 & 7

* The number of DB surveys has remained stable in recent years but increased in 2024.

* There were two surveys with budgets exceeding 500 million yen: RWD and Registry.




(11) Database Survey Trend

-Registry, DB survey for safety purposes-

Any products for which the use of
registry has been considered
as a DB survey (N=22)

Submit the application for approval
using the registry survey (N=6)

M Yes (under review)

(O case)
M Yes (Agreed with
16, 73% W Yes the PMDA)
H No H No

Considered/planned DB research outside | "yes" \What examples of use cases
of GPSP using medical information DB have you considered? (N=8)

as an example of DB use? (N=22) m Safety Signal Detection

B Adding evidence to electronic

package insert (O case)
B Risk Minimization Assessment

(O case)

14, 64% Data Generation
B Yes for Medical and Market Access
® No W Other

(e.g., obtaining safety insight)

e 27% of companies have
considered the utilization
of registries.

* 36% of companies have
considered or planned a
DB study outside of the
GPSP using a medical
information DB.
Examples were safety
signal detection, Data
Generation for Medical
and Market Access, and
obtaining safety insight.




(122 Database Survey Trend

-Gap-

Any gap with initial assumptions If “Yes”, What is the main reason for
regarding the DB survey (N=22) the gap? (N=11)

4, 36% 4, 37%
s 2

B Cost Increase
B Resource Increase

" e M Other
e Unk 0
® Unknown nknown (0 case)

* 50% of companies had gap with initial assumptions regarding the DB survey.
* Main reasons were increase in cost and resources, and others.

Others included fewer cases than expected, Schedule took longer than expected.




<13> o o . o If “In-house MR (including contract MR)” in
O rga n |zat|0 n fo r | m p I e m e ntat l O n 2024, the company plans ti collect the CRF by

a person in charge other than the in-house MR
Person in charge of requesting registration and collecting (including contract MR) in future (N=13)

CRF/re-questionnaire (Multiple answers allowed, N=20, 20
and 22 on 2022, 2023 and 2024)

. . 85% (17)
In-house MR (including contract MR) 70% (14)
20% (4) '
In-house PMS dedicated monitor — 20% (4)
9% (2)

B 5% (1)
In-house MSL

55% (11)
sub-contractor monitor Fw 60% (12) Reason for not "In-house MR (including
5% (1) i contract MR)” in 2024 (N=16)
Other 5% (1
I—H— 23% (5)

0% 20% 40% 60% 80% 100%
m 2022 m2023 m2024

W Yes
® No

B Compliance

* The proportion of in-house MRs has been declining year by year.
B Labor shortage in the

sales organization

m Consideration of the
expertise in PMS activity
Others

e Currently, just under 40% of companies with in-house MRs are considering
shifting to alternatives.

* The main reason for not using in-house MRs is the need for specialized

expertise in PMS.




(14)

If consent to participate in the survey
could not be obtained, all have been

“put into the registration criteria and
not required to be registered”.

a*

Participation in the survey (N=15)

3; 20%

B Yes

12; 80%

® No

3 out of 15 companies (20%)
require IC for participation in survey

Company policy requires informed consent
from patient in all patient surveillance (N=22)

13; 59%

B Necessary

m Necessary - depending on
study

B Not necessary

No All patient surveillance

— =

Publication to congress/literature (N=15)

14, 93%

W Yes

® No

14 out of 15 companies (93%)
require IC for publication to congress/literature

Informed Consent for All case survey

e All case surveillance are being
conducted by 20 of 22 companies
(91%)

e 15 out of 20 companies (75%)
require informed consent from
patients

Secondary data use/providing data
to 3rd party, overseas etc. (N=15)

B Yes
B No

12; 80%

12 out of 15 companies (80%)

require IC for secondary data use/providing

data to 3rd party, overseas etc.




(15)
Deliberation of Informed consent form at IRB/EC

Mandatory to deliberate on ICF
at IRB or EC (N=19)

W Yes

W Depending on survey

B No

14, 74%

ICF: Informed Consent Form
IRB: Institutional Review Board
EC: Ethics Committee

Three of the 22 companies do not require patient consent for regular PMS surveys.

Of 19 companies requiring consent to be obtained from patients
* 5 companies (26%) : ICF discussed by IRB or EC
* 14 companies (74%) : No discussion required

19



{16) PMS Trend: Disclosure

Have you presented PMS Are the PMS results prepared in If “Yes”, in which timing PMS
results at conferences, papers, paper booklet or PDF (created by results distributed? (N=12)
etc.? (N=22) the PMS department)? (N=22)
M Interim and
1, 8% at the end of
| the survey
M Yes 10, 46% 4,33% 7, 59% B Only at the
end of the
15, 68% B Determined for W Yes (safety and survey

effectiveness)

each survey
M Yes (safety only)

® No (0 cases)

M Interim and
at the end of
the survey
and other

Never considered B No

 Many companies published the PMS results at conferences, in papers, etc.

* Regarding the paper booklet and PDF (prepared by the PMS department), 67% of the companies also
prepared interim reports. The data were published at an early stage without waiting for the survey to be
completed, indicating the effective use of PMS data.
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