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* PMS was conducted for 66.1% of approved drugs.

All case survey trend

Number of All-case PMS / Proportion among the
approval products.

2018 2019 2020 2021 2022
mmm Number of products == 9

70%

PMS type trend and Background

Trend of PMS type Drug used result survey

* Four of the 19 products with No PMS were granted a

11; 58%

new reexamination.
e For most products without PMS, it was accepted that

* The proportion of “all case PMS” has increased.

More than one-third of the drug used results

surveys conducted were all-case PMS.

routine pharmacovigilance activities suffice. = Routine Pharmacovigilance activity only was acceptaed * Only rare diseases were proposed by companies

m Applications for public knowledge

m No discussion about PMS because dose form addition

= Change application and safety information have already been collected for other indicatigns themselves for a I I case P MS
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PMDA interaction timing in drug-used result surveys

First submission timing of PMS protocol Timing of receiving the first inquiries about PMS

2020
N=34  '59%29% 26.5%  8.8% 5.9% 412% 8.8%
N=41 19.5% 22.0% 14.6% 17.1% 2.4% 22.0% 2.4%
N=31 19.4% 32% 19.4%  9.7% 6.5% 38.7% 3.2%
0% 20% 40% 60% 80% 100%
HNDA M Inquiry of initial interview
M Inquiry of after initial interview M Additional inquiry within 2weeks before expert meeting

m Additional inquiry within 2weeks after expert meeting  ® Inquiry / additional inquiry after expert meeting

B Inquiry / additional inquiry of BUKAI meeting

of the initial interview.

* In 48% of the surveys, the protocols, registration forms,
and survey forms were agreed with PMDA after the
BUKAI meeting.

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

Number patients per PMS Enrollment period Observation Period per Patient
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If "In-house MR (including contract)",

Organization for implementation The company plan to collect the CRF by a

person in charge other than the In-house

Person in charge of requesting registration and MR (including contract MR) (N=17)

collecting CRF/re-questionnaire
(Multiple answers allowed, N=20)
. . HYes
In-house MR (including contract MR) I 17
In-house PMS dedicated monitor N 4 / H No
In-house MSL 1 1
I 11

subcontractor monitor

others M 1
Reason for not "In-house MR

© 2 4 6 8 10 12 14 16 18 20 (including contract)" (N=12)

* Basically, in-house MR are in charge. On the other hand, more

than half of the respondents indicated that they were also in
charge of activities other than in-house MR.

m compliance
. . . - m |abor shortage in
* Half of the respondents were considering options other than “in- the sales
organization
house MR” in the future. - others
* Half of the reasons other than in-house MRs were compliance.

PMS Trend: Disclosure

Have you presented PMS Are the PMS results prepared If “Yes”, in which timing PMS
results at conferences, in paper booklet or PDF results distributed? (N=15)
papers, etc.? (N=20) (created by the PMS

department)? (N=20)

M Yes (safety and ‘
effectiveness)

W Yes (safety only) 10, 67%
?

M Interim and at
the end of the
survey

HYes
M Only at the end
of the survey(0

M Determined cases)

for each
15, 75% survey

M No (0 cases) M Interim and at

the end of the
survey and other

® No

* All companies published the PMS results at conferences, in papers, etc.
* Regarding the paper booklet and PDF (prepared by the PMS department), 100% 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.

* More than 80% of the first inquiries related to PMS 2021 N=39

were issued by the time of inquiries after initial meeting. BRSN 00 s
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Making agreement with PMDA about protocol,

registration form and CRF

* 23% of the surveys had submitted protocols by the time —
2020 N=39

2.6% 33.3% 53.8%

9
51% 23.1% 71.8%

6.5% 45.2% 48.4%
0% 20% 40% 60% 80% 100%

but it was Iater Concluded to Conduct a drug_used survey after  Initially DB survey proposed, however, consequently concluded conduct drug use survey

after discussion with PMDA.

. . . M Initially Drug use survey proposed, however, after discussion with PMDA,changed DB
discussion with PMDA. curvey,

Drug-used result survey PMDA interaction
-inquiries timing-

The queries requesting revisions to the
implementation or design of RMP post-
marketing surveillance (ex: number of cases,
study design, etc., which have a significant
impact on the company’s budget) (N=31)

12,387% —>

19, 61.3%

mYes m No

* In 61% of the cases, received inquiries affected the
budget.
* In 37% of cases, inquiries were issued after expert

meeting.

Organization for DB study management

Division of Database study management in Japan (N=20)

1,50%

2,10.0%

0, 0.0%

m Safety Dept. (Pharmacovigillance etc.)
u Medical Affaiers
m Regulatory Affairs
R&D
m PMS is independent

® Epidemiology Dept.

companies.

 As the division responsible for DB survey, the safety division (pharmacovigilance, etc.)
accounted for 60%, which increased by 44% from last year.
« The global epidemiology department in the DB survey was involved in 70% of the

Trend of Informed Consent for all case surveillance (1)

Based on the company policy, informed consent from
patient is needed in all patient surveillance.(n=20)

10’ 50% :-------------------------------------E

= M Necessary
.

MW Necessary depending on study type

m Not necessary

If "Necessary" or "Necessary depending on study

If the response was “Necessary” or
“Necessary dependent on study type”,
the following questions were answered.

H Not conducted "all patient surveillance"

If "Necessary" or "Necessary depending on study
type" is selected, the contents for "participation in
the study" is included.(n=14)

11' 79% M Yes H No

type" is selected, the contents for "publication to the is selected, the contents for "secondary data
congress/literature" is included. (n=14) use/providing data to 3rd sectors" is included. (n=14)

W Yes
H No

HYes HNo

Database Survey Trend

Any products for which the use of
registry has been considered as a DB
survey (N=20)

—

14, 70%

HYes HNo

Considered/planned DB research outside of
GPSP using medical information DB as an
example of DB use? (N=20)

HYes HNo

-Registry-

Submit the application for approval

using the registry survey (N=6)

0, 0.0%

Item of inquiry (N=19)

8,42.1%

= Setting a control group for comparison

= Increase in the number of cases

= Extension of the survey period
Modification of safety information to be collected

m Other

, 10.5%

0,0.0% 5 1095%

Timing of first inquiry (N=19)

7,36.8%

m inquiry of initial interview

m inquiry of after initial interview
additional inquiry within 2 weeks before expert meeting ‘

m additional inquiry within 2 weeks after expert meeting 0, 0.0%
. e - . , U.U%

m inquiry / additional inquiry after expert meeting

= inquiry / additional inquiry of BUKAI meeting

Characterization of database (DB) study

Reason for Database Survey NOT planned

Data can not be collected through DB 29
DB is not suitable to evaluate specific Reason for database plannin (N-G)
risk & 4 P g \N=
Lack of understanding about DB in F 6 For comparative analysis (
company . To gain experience ()
Lack of experience .01 Appropriate to assess the risks T T 5
To save the resource ()
Outcome validation is too complicated .01 Others mmm—m 1

Other =45

W 2021 N=41 m2022 N=31

0 5 10 15 20 25 30 Cost (N=6) unit: Yen

Data source trend Necessity of validation study (N=6) 500M~  — 1

2019 (N=18) ' - ity i i

( ) 4 5 Necessity |sI;nMoszgreed with I £ 300M~500M 5
2020 (N=6) WEFEI 2

( ) PMDA agreed validation study is ) 100M~300M s 1
2021 (N=7) KA NOT necessary. I

(N=7) 2 i 50M~100M  — 1
2022 (N=6) IENEEEEE PMDA agreed validation study is 0

necessary. ~50M 0
0 5 10 15 20
®MID-NET ®mMDV mJMDC MRegistry © Notyet determined 0 1 2 3 4 5 0 1 ) 3

If "Necessary" or "Necessary depending on study type"

* 30% companies have
considered the utilization

M Yes (Under review) (0

cases) of registries.

e the * 50% of companies have
=No considered or planned a
DB study outside of the
If "Yes" What examples of use GPSP using a medical

cases have you considered? (N=10) information DB.

W Safety Signal Detection Examples were Safety
signal detection and

M Adding evidence to electronic
package insert (0 cases)

obtaining safety insight.

M Risk Minimization Assessment
(0 cases)

M Other (e.g., obtaining safety
insight))

* Overall trend in the character of the studies has not changed.
* The cost increase is likely due to the number of studies using registry in regenerative products.

Trend of Informed Consent for all case surveillance (2)

If "Necessary" or "Necessary depending on study type" is
selected, each three consent items were obtained? (n=14)

R Despite “all patient
A Secondary .
Participati | Publication | = 4 surveillance”,
on in the tothe use/providi .
study | SO | g data to > 70%; Need IC from patients.
3rd party . . .
3 » 21%; Patriciate in the
Iy © surveillance.
/I A °
0 . .
< ] . Main reason for obtaining of
ICF is “for publication/data
< ’
E— Disclosure”.
“ ]
— 0 1 2 3 4 5 6

All-case surveillance

From April 2022 to March 2023, the condition for approval of all-case registration was lifted for 12

companies.
When was the consultation with the regulatory

Time from the start of negotiation with PMDA to authority on moving to registration only in the all-case
the lifting of approval conditions (Multiple surveillance conducted? (N=12)
selection allowed) WnES beecred c@n%%g?gzﬁé’ fon period s . . 1

pyrivew N3
>18M,24M S I )
>12M, 18SVMS I /|
>6M, 12MS I /|
>3M,6MS I )

After reaching the target sample size | 2
Z 90% of the target sample size G 5
2 50% of the target sample size G 4

< 50% of the target sample size

=3M 0 0 2 4 6
0 1 2 3 4 5 6 7 | * For 12 products, it took 12M or more from the start of negotiation with
PMDA for the solution of approval conditions to the lifting of
Period of Registration Only (N=12) negotiation.
S60M  E——— ) * At the time of consultation with PMDA, the number of registered
>48M, <60M 0 subjects was not reached in 9 companies, and of these, 7 companies
>36M, =48V e———— ) were accepted for consultation when the target number of subjects
>24M, §36M e was not reached.
>12M, S24M  ee— ] * Two companies collected CRFs for patients who were registered only
>6M, S12M  — for reasons other than the following:
6M= O * Sample size was not sufficient
*One company di D . respond. 2 3 4 5 6 = Any safety or efficacy concerns






