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PhRMA/EFPIA Joint Survey 2025

1. Review Time 3. Orphan Drug Designation
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Drug Approvals and Review Times



The Number of New Drug Approvals in Japan

W ALL B Survey Respondents

145
30 138 S 130 13 136
127 13
118
112 117116 gy,
106
81
72
64 62
57 61 56 55 54 >9 37 52 26
. 41

FY2010 FY2011 FY2012 FY2013 FY2014 FY2015 FY2016 FY2017 FY2018 FY2019 FY2020 FY2021 FY2022 FY2023 FY2024

The survey respondents accounted for 53% (72/136) of the total new drug approvals in Japan in FY2024.




Review Time for Standard Review and Priority Review

Survey Respondents L. Survey Respondents
. -104-7ALL (Standard) == (Standard) ALL (Priority) = (Priority)
15 - | [ | | |
Q.. Standard; N=49, Priority*; N=17
s 12.0 12.0
1 ] 11.9 116 11.8 11.9 11.8 11.9 11.7 11.7
-..11..: 11.3 ....... 1173 R TT A .
[7) R ,-.. .P. e 11.7 11.8 11.7 11.7 11.6 11.9 11.8
2 »,10.3 4° 114 | 113 '
g ’..- 11.1
= 9.4

9.2
8.8
9 N\ 3T _d'('——)/\ """
| \( 88 | g7 8.9 l / \8'9\\

8.3 8.6 8.4

Note: 6

Standard FY2010 FY2011 FY2012 FY2013 FY2014 FY2015 FY2016 FY2017 FY2018 FY2019 FY2020 FY2021 FY2022 FY2023 FY2024
* Oncology: 19/49,  (Median) (Median) (Median) (Median) (60%tile) (70%tile) (70%tile) (80%tile) (80%tile) (80%tile) (80%tile) (80%tile) (80%tile) (80%tile) (80%tile)

* Non-oncology: 30/49
Priority » Duration of JNDA Review for “Standard Review” in FY2024 was 11.8 months (80t percentile).

. oncology: 117, 1« Duration of INDA Review for “Priority Review” in FY2024 was 8.4 months (80™ percentile).
* Non-oncology: 6/17

*New drugs designated under the Sakigake pathway were excluded.
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Category of Approved New Drugs



Category of Approved Drugs

Category of NDA in FY2023 (N=56)  Drug Modalities in FY2023 (N=56)

New formulation, 1, 2%
Newroute, 1,2%_ ——ay
New combination, 1, 2%

Nucleic acid-based
therapeutics, 1, _\ Other, 8,

2% 14%
Biological
S \

mall products,
molecules, 20, 27, 48%

36%

New Drug 1 (1)

New Drug 1 (6-2)

New Drug 2 (2)

New Drug 3 (3-1)

New Drug 4 (4)

New Drug 4 (6-1)

New Drug 4 (AIDS)
New Drug 5 (Oncology)

New dosage, New active
11, 20% ingredient, 22,
39%

New indication,
20, 36%

Vaccines (Vaccines)

Vaccines (Blood products)

PMDA Review Division (Category) (N=72)

—— 5

5

5

4

I 7

I 7

.1
e 31
_——

. 3

—~———

Category of NDA in FY2024 (N=72)

New route, 1, 1%
New combination, 1, 1%
N

New
indication,
34,47%

New active
ingredient,
27, 38%

—~———

Drug Modalities in FY2024 (N=72)

Other, 2, 3%
Nucleic acid-based
therapeutics, 1, 1%

Small
molecules,
29, 40%

Biological

products,
40, 56%

“New indication” (34/72; 47%) accounted for the
largest proportion in FY2024.

The number of biological products (40/72; 56%)
further increased in FY2024.

31 of the 72 approved products (43%) were for
oncology (the largest divisional category, as it was
last year). 8




Utilization of Expedited Program sakigake (N=72)

Review Category (N=72) Orphan (N=72)
Expedited Review, 2, 3%

Evaluated in advance
for Public

knowledge-based

application, 4, 6%

No, 72, 100%

Yes, 17, 249

Conditional Early Approval (N=72)
Priority Review,
17, 24%

Standard
Review, 49,
68%

No, 55, 76%

Note:

Oncology: 9/17
Non-oncology: 8/17

* InFY2024, 17 products (24%) were approved through the Priority Review through the Orphan Drug Review.
e There was no product approved under the Sakigake pathway; none were approved through Conditional Approval.




Orphan Drug Designation



Timing of Orphan Drug Designation (N=17)

From orhan designation to JNDA

More than 3
years, 6, 0-6 months, ~—
38% 7, 44% * New active ingredient: 2

* New indication: 5

Note: JINDA category (N=17) 1-2 years

New active ingredient: 5 2,12%
New indication: 10
New dosage: 2

6-12 months,
1, 6%

* New active ingredient: 1

In FY2024, approximately half of the approved products received Orphan Drug designation within one year of
their approval application.
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Impact of the Revised Notice on Orphan Designation (N=72)

According to the revised notice on the designation of orphan drugs on January 16, 2024,
could it be considered an orphan drugs?

Yes (Designated

under the previous

notification), 16,
22% Yes (Under the revised

// notice), 1, 2%
No, 44, 61% -\
Possible (Under the

Unknown, 6, revised notice), 5, 7%

Under the revised notice, 1 product was additionally approved with orphan drug designation.

5 additional approved products (7%) would have the potential to meet the criteria of the orphan drug designation
under the revised notice.

The revised notice on the designation of orphan drugs (issued on Jan 16 ,2024) may lead to an increase in the

earlier designation of orphan drugs in the future. 12




Clinical Data Package



Pivotal Study in Clinical Data Packages (N=72)

Others, 3,

Paper 7%
Skip Ph3 (Japan Ph2), 3, 4% IJNDA, 5,
7%

Japan Domestic Ph 3
Study, 10, 14% Global Ph3 Study, 37, 51%

Extrapolation of Overseas P
Study (with a bridging study), 2, Global Ph2
3% (Skip Ph3), 8,
11%

Overseas Ph3 Study, 2,3%

Pivotal study in Clinical Data Package were:

1)
2)
3)

mainly “Global study (Ph3 or Ph2 study)”: 45 cases; 62% (FY2023: 69%)
“Japan Domestic Study”: 10 cases; 14% (FY2023: 16%)
“Extrapolation of Overseas Study with a bridging study”: 2 cases; 3% (FY2023: 7%)

14



Submission/Review/Approval
Lag



. . . % %k * %k 3k
Submission / Review / Approval Lag (vs. US™™ & vs. EU™ )
* *approved in US * * *approved in EU incl. UK
(Months) NMEs (vs. US) "17273%4 (Months)  LCMs (vs. US) rirena (Months) NMEs (vs. EU) 3% (Months) LCMs (vs. EU) 47
N=19 N=32 N=20 N=29
70 70 70 70 . N
60 60 . 60 60
50 50 E 50 50
40 40 R 40 40
30 30 ’ 30 E 30 . .
20 20 ﬁ 20 20
10 10 10 g 10
0 0 * 0 ﬁ _r_ 0 + !!
-10 -10 -10 o -10 .
-20 20 20 ° 20
Submission Review Approval Submission Review Approval Submission Review Approval Submission Review Approval

*1 NME is defined as “new active ingredient” in category of J-NDA and LCM (Life Cycle Management) is

defined as other categories. *6 Exclude 3 cases under review in EU
*2 Exclude 2 cases under review in US Note: Calculated with 30 days per month
*3 Exclude 3 cases of submission/approval date unknown

*4 Exclude 2 cases of >100 months of submission/approval lag

*5 Exclude 2 cases of >100 months and around 100 months of submission/approval lag

The following trends were observed, which were similar to those in FY2023.

* Review duration lag tends to be limited.

* Overall, submission lag is presumed to be the main reason for approval lag.
For NMEs (vs. US), submission/approval lag (median and mean) was greater than that for FY2023, which is because
the number of products with a large lag increased.
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Evaluation of Submission Lag



Simultaneous J-NDA Filing
within 3 Months

JNDA filed Simultaneously

(within 3months) (N=64) Reasons for Simultaneous J-NDA Filing (within 3 months) based on MRCTs

(N=19; multiple answers allowed)
Submission in 1
There was a business decision to prioritize Japan 16 (84%)
» The standard process that allows the application within 3 17 (89%)
months has been established °
It was a partial change application for the indication and

Countries/Regions
other than nh (N=68)

dosage/administration, and there was no need to prepare 7 (37%)
materials for Japan such as CMC

Others 1 (5%)

* Of the 64 products that achieved or planned submission globally, 20 J-NDAs (31%) were filed first in JP or simultaneously.

* Primary reasons for these simultaneous applications tend to be the same as last year; “there was a business decision to
prioritize Japan” (16 cases, 84%) and “the standard process that allows the application within 3 months has been established”
(17 cases, 89% of the applications).

* Seven cases (37%) were partial change applications which need no preparation of materials for Japan such as CMC.

18



Simultaneous J-NDA Filing:
Submission Lag More than 3 Months

Number of JNDAs Filled Simultaneously Reasons For not filling Simultaneously
(Within 3 mopths)(N=64) (within 3 months)(N=44)

Of the 64 products that achieved or planned submission/approval globally, 44 J-NDAs (69%) were NOT filed simultaneously.
Reasons for not filing simultaneously (i.e., within three months) consist of “delays in the submission phase” in 26 cases (59%),
which decreased from 21 (70%), and “delays in the development phase” in 18 cases (41%), which increased from 9 (30%),
compared to the previous year.
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Simultaneous J-NDA Filing:
Submission Lag More than 3 months

Reasons for the Delay in Development Phase

(N=18: multiple answers allowed)

Japan was unable to join the MRCT (verification study)
as it had been already started

Already approved overseas

Did not consider Japan development due to license-in
product

Japanese phase 1 study became necessary before
joining MRCT

Japanese dose-finding study became necessary before
joining MRCT

Others

6 (33%)
5 (28%)
5 (28%)
2 (11%)

1(11%)

6 (33%)

Reasons for the Delay in Submission Phase
(N=26: multiple answers allowed)

Business strategy 11 (42%)
Preparation of Japanese Module 2.3 or approval application 7 (27%)
Interim results were not accepted 2 (8%)
Expedited review in overseas 2 (8%)

Conducted additional analysis for consideration of

consistency between Japanese and entire population ()
Preparation of tables for CTD 1 (4%)
Preparation time for e-data submission 1 (4%)
Waited for stability test results 1 (4%)
Waited for long-term safety data 0 (0%)
Others 8 (31%)

Main reasons for the delays were:

* Development phase: “unable to join MRCT” in 6 cases (33%), “already approved overseas” and “licensed-in product” in 5 cases (28%)

» Submission phase: not limited to technical/regulatory ones. Submission lags could derive from business/strategic decisions in certain cases.
Simplification of internal processes such as development planning, CTD preparation and review contributed to minimization of the submission lag.
Reduction/elimination of Japan-specific requirements related to expansion of scope/acceptance of CTD written in English, CMC, and CDx were
suggested as one of the possible measures to promote simultaneous submissions.

20



Utilization of Expedited Approval
Pathways/Novel Regulatory
Programs



Utilization of Expedited Approval Pathways/Novel Regulatory Programs (Oncology)

US Review Period (Mo)

BYID, AA =l R O 'RIGRT FAAIAR OIS PRIME CIVIA ‘ Japan US EU
1 11 8 11
2 v v v v 8 23 8
3 v v 11 5 15
4 v v v v 12 8 17
5 v v v v v v v v v v 7 10 7
6 v 13 10 16
7 v v v v v 9 NA NA
8 v v 13 7 11
9 v v v v v v v v 7 7 NA
10 v v 11 8 14
11 v v v 9 15 14
12 v v v 10 6 8

PR: Priority Review, ODD: Orphan Drug Designation, BTD: Breakthrough Therapy Designation, AA: Accelerated Approval (US); Accelerated Assessment (EU), FT: Fast
Track, RTOR: Real-Time Oncology Review, AAid: .Assessment Aid, PRIME: Priority Medicines, CMA: Conditional Marketing Authorisation, EC: Exceptional
Circumstances, NA: Not Applied
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Utilization of Expedited Approval Pathways/Novel Regulatory Programs (Oncology)

US Review Period (Mo)

BiDE AA PREN RO [RNORY PAAIGE (OIS CIVIA Japan US EU
1 12 | peview | 10
2 v v v v v v 8 1 7
3 8 NA NA
4 v v v v v v v 8 7 16
5 v v v 9 6 12
6 v 12 9 8
7 v v 11 10 12
8 v v 11 7 6
9 v v v v v v v 8 7 14
10 11 8 10
11 v v v v v v v 8 6 8
12 9 NA NA
13 v v v 11 6 NA
14 v v v v v 8 4 17
15 12 8 10
16 v v v v v v 8 5 7
17 v v v v 8 6 7/
18 v v v v v 11 6 9
19 v v v 9 6 10

PR: Priority Review, ODD: Orphan Drug Designation, BTD: Breakthrough Therapy Designation, AA: Accelerated Approval (US); Accelerated Assessment (EU), FT: Fast
Track, RTOR: Real-Time Oncology Review, AAid: .Assessment Aid, PRIME: Priority Medicines, CMA: Conditional Marketing Authorisation, EC: Exceptional

Circumstances, NA: Not Applied




Utilization of Expedited Approval Pathways/Novel Regulatory Programs (Non-Oncology)

US Review Period (Mo)
A Sl PR PRIMIE CMA Japan  US EU
v 8 15 25
2 12 NA NA
3 v v v v v 8 6 NA
7 11 13 12
T v 10 12 13
6 10 6 12
7 v v v v v 14 8 15
3 v 5 NA 7
9 v v v 10 8 13
10 12 NA NA
11 11 12 13
12 v 13 26 15
13 10 | review | 13
14 v 12 Reviow 17
15 v v v v v v 7 11 19

PR: Priority Review, ODD: Orphan Drug Designation, BTD: Breakthrough Therapy Designation, AA: Accelerated Approval (US); Accelerated Assessment (EU), FT: Fast

Track, PRIME: Priority Medicines, CMA: Conditional Marketing Authorisation, EC: Exceptional Circumstances, NA: Not Applied
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Utilization of Expedited Approval Pathways/Novel Regulatory Programs (Non-Oncology)

LCM Japan JS Review Period (Mo)
(N=26) [-T-Ne ol =0 | ] BRI BCOPN [PRIVIE] BRAARS NEVIAN INECHN BOGBPN Japan  US EU
1 13 6 NA
2 v v v 13 6 8
3 10 NA NA
4 v 11 9 8
3 A 7 % e
6 v v v 20
7 v 11 Reviow
8 12 NA NA
9 v v 7 NA 14
10 v v v 11 8 12
11 v v 10 6 8
12 4 NA NA
13 10 NA NA
14 10 10 10
15 11 10 11
16 11 feviow | Roviow
17 15 12 14
18 10 10 10
19 11 10 15
20 v 10 5 9
21 6 NA NA
22 v v 11 6 8
23 11 10 NA
24 12 10 13
25 v 6 NA NA
26 v 11 12 6

PR: Priority Review, ODD: Orphan Drug Designation, BTD: Breakthrough Therapy Designation, AA: Accelerated Approval (US); Accelerated Assessment (EU), EF: Fast

Track, PRIME: Priority Medicines, CMA: Conditional Marketing Authorisation, EC: Exceptional Circumstances, NA: Not Applied



Findings

* Almost all products which received priority reviews in Japan were designated as
orphan drugs

* Expedited program is widely granted to oncology projects by FDA resulting in a
review lag between Japan and the U.S.

 EU's expedited review system was not widely utilized compared to the U.S. and
Japan
* Review gap with more than a 4-month b/w US and Japan is

— Oncology: 16%(5/31) {This is an improvement compared to last year. (last year 38% (5/13)) }
— Non-oncology: 15%(6/41) {This is almost the same as last year. (last year 9 % (8/43))}



Pediatric Development



Target of the approved indication

51, 75%

(N=68) -
m <12 years old children only
0,
2, 3/) 5' 7% ) )
B Children only (incl. adolescents [12-17 years old])
5,7%
1.2% = Adults and children (incl. adolescents)
/ é’ 3%
2,3% B Adults and adolescents
® Adults and <12 years old children -
Adults only (already approved for at least either of
<12 years old children and adolescents)
B Adults only (Not approved for children or adolesce
1. For therapies (drugs) for diseases including children 1.
2. To align with the global development schedule 2.
3. For therapies (drugs) that can be evaluated with adults 3.
4. Because the pediatric premium can be obtained 4.

Pediatric Develo

5. Because the re-examination period for adults can be expected to be extended 5.

6. Because the request from the Evaluation Committee on Unapproved or 6

Off-label Drugs or academic societies, etc.

pment

(N=15)

ntsy  The reason of development for pediatrics
(multiple answers allowed)

0% 20% 40% 60%

14

=
U
~
00
[

14
B Yes HMNo

1

0]

80%

28

100%



Pediatric Development

Planning of pediatric
development of approved
indication only for adults

0,
0,0%  [2,8%] *°*
0, 0% (N=51)
2,4%

A\

PMDA confirmation
by the end of INDA
review for adults

51, 75%

Target of the approved indication

(N=68)
<12 years old children only
2,3% 5, 7%

Children only (incl. adolescents [12-17 years old])

5,7%
1. 2% Adults and children (incl. adolescents)
3,3%
’
/ 2 394 ™ Adultsand adolescents
’

Adults and <12 years old children

Adults only (already approved for at least either of
<12 years old children and adolescents)

B Adults only (Not approved for children or adolescents)

42, 82%

No plan for pediatric development

Pediatric development is planned with PMDA confirmation at End of Phase 2
consultation for pediatric drug development *?

Pediatric development is planned with PMDA confirmation on Consultation on
Confirmation of the Pediatric Drug Development Program

Pediatric development is planned with PMDA confirmation on the other
consultation (except for the above two consultations)

Pediatric development is planned with PMDA confirmation in CTD M1.5 of
JNDA review for adults

Pediatric development is planned without PMDA confirmation by the end of
JNDA review for adults

% 1 presumed from the timing of JNDA for adults

15 (22%) of the 68 products were approved including pediatric use, with disease
characteristics and global development being the primary reasons for pediatric
development.

Of the 68 products, 51 (75%) have only been approved for adults. 9 of the 51
products are planning for pediatric use, and 6 products have received PMDA
confirmation about the plan by the end of JNDA review for adults (FY2023: 0
product).

Since the products of JNDA were submitted before or shortly after the notification
*2 was issued, the impact of the notification is considered to be limited, but it is
expected to promote pediatric development from an earlier stage of development

in the future.
* 2 Notice on the pediatric drug development issued on Mar 29,2024 2°
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