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e Review Period

PMS PMS Planning/All case survey trend

Reason for No PMS (N=18) Protocol was planned based on
1, 6% "Procedures for Developing Post-

/ L]
keting Study Plan" (N=48
1, 5%/\‘ marketing Study Plan" ( )

3,6%
m Routine Pharmacovigilance activity only was accepted

— Review time for new drug approvals in FY2021
e PMS
— PMS in approved new drugs in FY2021

Approved Products with/without

PMS (N=66)

Protocol was agreed with PMDA
based on "Procedures for Developing
Post-marketing Study Plan"

® Yes ®mNo

— PMS plan PMDA interaction/agreement timing
— PMS organization and global interaction

— PMS trend informed consent and disclosure 18,27%
— PMS under Covid-19

‘ E Yes ® No

32,68%

This results of analysis is based on the following companies, and the result of three overlapping companies are counted as one time

48,73%

Participating companies: All case PMS number / rate

N Y m No discussion about PMS because dose form addition 16 15 14 100.0
. . . .
® PhRMA (11 companles) ° s = Health Autority conduct PMS 14 " 12 90.0
80.0
«  Abbvie, Amgen, Biogen Japan, Bristol-Myers Squibb, CSL Behring*, Eli Lilly, GlaxoSmithKline*, = RMP was not required * Most of protocols were planned based on 12 70.0
Janssen*, MSD, Pfizer, and Gilead Sciences “Procedures for Developing Post-marketing | * - 00
* EFPIA(15 companies) Study Plan”. 6 30.6 : 314 293 40,0
. . . . . . . . o H ” .
. Astraieneci, Bayer, CHPL]JGAI, CSL BT:rlng*, Ferring, GIaxoSml';thllne*, Jfansszn*, LEO, Lundbeck, e PMS was conducted for all NCE/innovative biologics products. * The number/rate of “all case surveillance ‘2‘ 20.0
Merck Biopharma, Boehringer Ingelheim, Novartis, Novo Nordisk, Sanofi, and UCB . . 10.0
P gering * There were 27% of approved drugs which did not conduct PMS. has not changed for 4 years. 0 00
. , icinating in both of PhRIA and EFPIA  For most products without PMS, they were accepted that routine 20 20 2020 20
: Companies participating in both o an o o : I L
pharmacovigilance activities suffice. 3 All case PMS (Number) All case PMS (rate) |
2
y p Drug-used result survey Database survey g g
At the timing of first submission At the timing of receiving the first Making agreement with PMDA about
PMS conduct rate for approved Type of PMS 2018 =40 25 88 9,23% NN 11% 2, 22% of PMS protocol inquiries about PMS protocol, registration form and CRF
products 0.0 1,3% (N=41) (N=41) (N=41)
80.0 74.1 73.8 - 72.7 igg —440 K‘H‘a\ 47.9 2019 N=36 23, 64% 12,33% 2019N=18 7,39% 7,39% 4,22% 1,2% 2,5% 2,5%
oo 300 < 32 7 = 2,6% 1 3% 1,2%
e 25.9 26.2 328 27.3 0.0 0.0 0:0 0:0 2.1 4,10% 3,7%
30.0 S — 2018 2019 2020 2021

28,68%

20.0 2021 N=41 21,51% 13,32% 2021N=7 5,71% 1,14% 1,14% 1, 2% ——
= Drug-used result survey
10.0
0.0 = Special drug-used result survey 0% 20% 40% 60% 80% 100% 0% 0% 2% c0% 20% 100%
2018 2019 2020 2021 - Comparative Drug-used result survey B Agreed with PMDA as proposed
——Yes (with) ===No (without) M Initially no PMS proposed, however, consequently concluded conduct PMS after discussion with PMDA

= Data base survey

| Initially, DB survey was proposed but consequently concluded conduct drug use survey after discussion with PMDA . e . .
m NDA m Inquiry of initial interview

m Inquiry of after initial interview m Additional inquiry within 2 weeks before expert meeting
B Other m Additional inquiry within 2 weeks after expert meeting m Inquiry/ additional inguiry after expert meeting
m Inquiry/ additional inquiry of BUKAI meeting m Unknown

M Initially, Drug use survey was considered, however, after discussion with PMDA, changed to DB survey.

 The implementation rate of post-marketing surveillance for approved products
remained unchanged during the past 4 years.
* The proportion of database surveys decreased in 2020 and remained in 2021.

e The cases of “Initially, Drug use survey was considered, however, after discussion
with PMDA, changed to DB survey.” were decreased year by year and stays zero
since 2020.

* On the other hand, the cases of “Initially, DB survey was proposed but consequently

e 42% of the surveys had submitted protocols by the time of the initial interview.
* 71% of the firstinquiries related to PMS were issued by the time of inquiries after
initial meeting.

concluded conduct drug use survey after discussion with PMDA” were increased. * However, in 68% of the surveys, the protocols, registration forms, and survey
forms were agreed with PMDA after the BUKAI meeting.

Drug-used result survey PMDA interaction
-inquiries timing-
Timing of first inquiry (N=18)

Drug-used/Special Drug-used result survey
-Survey details-

Start of survey Number patients per PMS
(2020 N=35, 2021 N=41) (2020 N=35, 2021 N=40)

Drug-used/Special Drug-used result survey
-Survey period and cost-

Enrollment period Observation Period per Patient

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

by 4 19 b o 6 | 2017 N=24 T

the company's budget) (N=41 1,5%
pany g )( ) ’ > 12 months gy 1 2018 N=38 [I 14 4 2018 N=40 2 19 6
6 ~ 12 months _ 6 2020 11 6 7 6 4 1
2019 N=37 RV O e .
2019 n-37 | - M S
3~ 6months Y ° . - -
18, 44% 5, 28% 1~ 3months [ e—— 10 2020 N=35 > = = 2020 N=35 |
Atapproval(or sale) ~ 1 month Wb 5 2021 N=a1 10 8 A 2021 N=a1 Y S VS G Y W
e At approval (or sale) [T 16
® inquiry of initial interview 0% 20% 20% 60% 20% 100% 0% 20% 40% 60% 80% 100% 0% 20% 40% 60% 80% 100%
® inquiry of after initial interview e m ~100 m 100~ 300 300~ 500m 500~ 1000m 1000~ 2000 ® 2000~ 3000m >3000 H~1Y E1~2Y E2~3Y E3~5Y H>5Y
~ ~ ~ ~ ~ ~ B ~24W HE6M(24W)~52W m1Y(52W)~2Y m2Y~3Y m>3Y
Y N dditional inquiry within 2 weeks bef t = 2020 = 2021
. es - O " a Iional Inquiry within Z weeks bertore exper . . .
meeting Cost of PMS excluding of monitoring cost

Monitoring Cost

Was there any discussion that Number of PMS patients by PMDA

Number of patients All / Non-All case

m additional inquiry within 2 weeks after expert meeting
{ = inquiry / additional inquiry after expert meeting

s . . . _ 2017 N=44 2018 n=a0 [N
SuggEStEd the revision (ex. a requeSt = inquiry / additional inquiry of BUKAI meeting ReVIew Offlce (N_40) surveys (N=40) I
for a corporate opinion, etc) prior to ——— >3000 2018 a0 N TN .o - P
the inquiry ? (N=8) * In 44% of the cases, received inquiries 2000~3000 |mm >3000 M=
’ affected the budget. 1000~2000 EEEZEEESES 200073000 MW 2019 N=37 2020 n=35 [EBINEE - T 5

1000~ 2000 | W
500~1000 [N S
300~500 |-
100~300 | T

500~ 1000 NN NN IR —
300~500 SIS
100~300 | T - T —

* In 33% of cases, inquiries were issued
after expert meeting.

2020 N=35

2 iri i . 3 23 | 62
e IanIrleS were raised afterthe EXpert ~100 VI ~100 S A 2021 N=41 6 2 0% 10% 20% 30% 40% 50% 60% 70% 80% 90% 100%
1 i i i ~ ~
Discussion Meeting, but half of the 0 2 a 6 8 10 12 14 16 0 2 a 6 g 10 12 14 16 0% 10% 20% 0% a0% 50% 6% 70% 80% 90% 100y ™ ~100MYen M 100M ~300M Yen
W \Vaccine ™ Officel ™ Office2 ™ Office3 ™ Office4 ™ Office5 9 ® 300M ~500M Yen H >500M Yen 10

inquiries were not discussed in advance. W All Case Surveys M Non-All Case W ~100MYen M100M~300MYen M300M ~500MYen M>500MYen MUNKNOWN  mNot Outsourced

W Individual PMS cost not available or unknown

No

Suggested by Inquiry Verbal suggestion

Drug-used/Special Drug-used result survey
-Survey tools-

Database Survey
-type, agreement timing and cost-

Database used for DB Survey

Database Survey

Reason for Database Survey Planned

Study Type
(N=48)

Suitable DB available for the disease and risk [ N A N 3. 23%

—)

m Database survey

DBS enables coparison - 1,14%

2019 N=18 —
2020n= 6 N
PMDA requested [ 1, 145% 2021n-7 |

*
survey 0% 10% 20% 30% 40% 50% 60% 70% 80% 90%  100%

Other ** - 1,14%

‘ 0 1 2 3 4 5

) **: Other: multiple reasons, “Suitable DB available for disease and risk” and “Reduce
*: Drug-used result survey includes Drug used result resources”.

survey, Special drug-used result survey and
Comparative Drug-used result survey

Reduce resouces [ 1, 14%
Survey Tools

Survey Tools by Year
(N=41)

m Drug-used result

2019 N=37 15 18 4
eoc [T L s 2

paper 2021 va1 [ A

0 5 10 15 20 25 30 0% 20% 40% 60% 80% 100%

B MID-NET ®mMDV mJMDC MRegistry M Not yet decided

—

Making agreement with PMDA about

Data base Survey = Inquiry of initial interview Data base Survey COSt

B ~50MYen
o o,
2,29% 5,71% = 50M~ 100M Yen
= >100M Yen

. ) Lack of experience 0, 0% 0% 50% 100%
¢ The main reason for nOt seIeCtlng the DB is not suitable to evaluate specific risk 0 0%

DB survey was “Data can not be otvee |1 o0 * 43% of Database survey reached to agreement with PMDA inquiry of after

collected through DB”. . . . " 0 initial interview.
12  70% of Database Survey shows over 100 M cost in assumption base.

PMS Trend
-Termination of all-case surveillance-

Any products for which all-case

. < . . ill lifted in FY 2021
Global confirm the PMDA Division of Database study Involvement of global survettiance v{;i 1'8)e n (N=6)
queries before submission to managementin Japan epidemiologists > 24 months I >

PMDA(ll,\Ifs_‘;S) (N=18) (N=18) - > 18 months and < 24 months 0
/1’ 2% >12 months and <18 months IEEE—— 1
> 6 months and £ 12 months IIEEEEEEEEENENNNN—— 2
>3 months and £ 6 months 0

Reason for Database Survey NOT planned
Data can not be collected through DB _ 29 71%

Lack of understanding about DB in company - 6 15%
’

= Inquiry of after initial interview

= Additional inquiry within 2 weeks
before expert meeting
Additional inquiry within 2 weeks

after expert meeting

e 15% of all surveys were DB surveys.

* The main reason for selecting the DB
surveys was “Suitable DB available for
the disease and risk”.

* 85% of all surveys were Drug-used

m All Case Survey B Non-All Case Survey Combine to exsisting study | 2,5%

M Paper MEDC M Hybrid
Outcome validation is too complicated l 1.2%
7

® |nquiry/ additional inquiry after
expert meeting

Not enough time for registry reliability l 1. 2%
’

@

result surveys. meeting

e The percentage of Electric data capture (EDC) is clearly increasing.
* |n the all-case survey, Hybrid is the most.

PIMDA requested l 1, 2% = Inquiry/ additional inquiry of BUKAI

11 13

Global interaction

on PMS protocol approval Organization for DB study management

Duration from the application to the lifting
The division in global which

manages PMS departmentin
Japan (N=18)

Global approval for the PMS
protocol (N=18)

1,5%

11,61% 15, 83%

<3 months I 1

0 1 2

10, 56%

HYes ®ENo

= Safety Dep. » Medical affairs 1, 6% - “registration only ” period (N=6)
(Pharmacovigilance etc) 0, 0% * All-case surveillance was cancelled for 6
m Regulatory affairs HR&D m Safety Dep. = Medical affairs

mYes mNo MIf necessary m Yes ®m No = |f necessary

productsin FY 2021. >5yr E—

(Pharmacovigillance etc.)

M PMS is independent B Regulatory affairs B R&D

= Not involved m concept planning >4 years but £ 5years mEE———— 1

* At the shortest, the all-case
>3to<4years mmm———— 1

* About 60% of companies, there was no global contact point for PMS departments. surveillance was lifted in 3 months.
* More than 80% of companies required approval from Global for the contents of * Other companies took more than 6
the PMS protocol

H PMS isindependent = Review/Approval = unknown

>2to <3 years IEEEEEEEEEEE———
> 1 year but <2 years

_ : months, and some took more than 24 > 6 months and < 12 months
+ About 90% of the companies needed to confirm the answer of PMDA inquiries * Mainly, DB study was managed by safety Department in Japan. months. <6months  E—1
before submission.. * Slim majority, global epidemiologist participatedin the planning of DB Study . ) ,
 Although GPSP is a local regulationin Japan, Global was involved. v concepts. P 0

PMS Trend: Disclosure
-Feedback target/timing-

Are the PMS results prepared in
paper booklet or PDF (created by
the PMS department)? (N=18)

PMS Trend
-Obtaining Informed Consent-

Company policy requires informed
consent be obtained? (N=18)

PMS Trend: Disclosure

Does the implementation plan or implementation
guidelines state that the results will be made
public separately from the re-examination? (N=18)

Have you presented PMS results at

”Yes”, it includes all case conferences, papers, etc.? (N=18)

If “Yes”, in which timing PMS
surveys?(N=11)

results distributed? (N=12)

If “Yes”, to whom PMS results
distributed? (N=12)

If “ Yes” or “Depend on survey”, each three

consent items were obtained? (N=16) 1. All delivery medical institution

m Yes 1,6%
= No m 1. Yes m Yes (safety and :
=1 Yes ‘ = Yes effectiveness) or = Interim and at
m 2. Determined Yes (safety only)
= 2. Depend on survey : = No for each survey y only 4,34% the end of the
17,94% 3. No (0 survey
5,28% = 3. No m 3. No (0 cases) = No
. ® Only at the
Are the results of the PMS published on the Are the PMS results prepared in paper booklet or ond of the
l company's website? (N=18) PDF (created by the PMS department)? (N=18) survey

® Interim and at
the end of the
survey and
other

/

—

m 1. Yes (safety and

effectiveness) ® 2. Only medical institutions participating in

the survey
® 3. No limit

m 1. Yes (safety and
effectiveness)

2,11%
Three consent item

1. Survey Participation l m 2, Yes (safety only)
(N=16) 2. Survey result disclosure
o)
4 2,12% 7 44% 3. Secondary use of data 10, 56% = 3. No

If “Yes” or “Depend on survey”, how to obtain

informed consent (excluding all cases survey)? 2,13% .

m 2. Yes (safety only)
m 4. Not distributed ( O cases)

® 3. No

m 1.Yes, 2.Yes, 3.Yes
m 1.Yes, 2.Yes, 3.No

* Inthe case of paper booklet or PDF (created by the PMS department), 58% were

m 1. Paper 1, 6%_/'
m 2. Oral consent ,
13,81% = 3. Opt out (O cases)

®m 1.Yes, 2.No, 3.Yes
m 1.No, 2.Yes, 3.Yes
® 1.No, 2.Yes, 3.No

GPSP does not request informed consent, but 89% of companies obtain informed consent.
Written informed consent was obtained by 81% of the companies.

e Although PMS was mainly conducted for the purpose of re-examination under the GPSP,
94% stated disclosure in the implementation plan or implementation guidelines beside
re-examination .

* |In addition, all companies published the PMS results at conferences, in papers, etc.

* 67% of the respondents publishing on the company website and/or preparing paper

distributed only for medical institutions participating in the survey, and 42% were
distributed for all medical institutions to which they deliver or without restrictions.
Regarding the paper booklet and PDF (prepared by the PMS department), 83% 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

* The items of informed consent varied among companies. 17 brochures or PDFs (created by the PMS department). 18 outside of proactive re-examination. 19
p p ( g ) . ) ] If "Yes", has retro-registration been
; ; PP PP retrospective-registration of cases? (N=18)
registry has been considered as a DB using the registry survey (N=9) Electronic approval (electronic signature) for Documents with external parties such as CROs P g U mYes mNo
survey (N=18) operations in PMS (excluding contracts with medical institutions) . _ ;
es
mYes =Mo | 2021(N=21) 2021(N=13)
« Yes (Under review) vo I
9, 50% ‘ 2022 (N=18) 2022(N=18) : . . . . . .
. 0 2 4 6 8 10 12 14
" Yes (Agreed with the PMDA) 0% 20% 40% 60% 80% 100% 0 5 10 15 20
\ Eyes EMno munknown M Yes M No * 5 companies consulted with PMDA to
= NOo
conduct a retrospective-registration, only 3
. " " companies was admitted.
Reason for not abplv to the registr - - _ If "Yes", was the survey on drugs related to
PPy sy A half of the companies have Company forms as defined by SOPs PMS contracts with medical institutions COVID-19? (N=5) » Of these, two related to COVID-19 and non-
survey (N=4) considered the utilization of (documents that are internally generated and ’
. not submitted to external parties, including COVID-19 drugs and three related to
= Company has determined that the regIStrleS' CROs) 2021(N=13) Mt 12 " Yes (Only COVID-19) COVID-19 drUgS Only.
:N:Saulirtg;tfthe rjgi:ltry study cannot be « The reasons for not applying were 2021(N=13) . j :c:]:)mf)ani?s conslulted Prl]\/IDA about tI';]e
= No registry available. P . ifficulty of completing the survey within
the quality cannot be _ = mN
N nderstand g ,,,,y ) ) 2022(N=18) 2022(N=18) - © the re-examination period due to the
obtsined (0 casen), assured, "* there is no registry that impact of the COVID-19 pandemic
HF ” “ : 0 5 10 15 20 .
= Lack of internal resources (0 cases). can be utilized, ” and “there is no 0 > 10 > 20 = COVID-19 and non-COVID-19 | * As a result, 3 companies were instructed to
understanding within the company.” W Yes M No mYes mNo continue the survey after the re-
" Other 21 examination period.
20 22



