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Total Projects in FY2022 Therapeutic Area for Projects in FY2022

Survey Respondents 760 projects

3,0.4% _2,0.3% 1,0.1% W Oncology
2 0.3% 1 0.1% H Metabolic disease
] ege ) R ) ’ . 0 .
Projects Planned flllng Category Development Status 10, 1% 6 1% N M Cardiovascular
. ’ » 0.17 M Others
New regenerative New indication of ) Approved 10, 1% -
New FDC medicine  regenerative medicine Filed / 39, 5% 12, 2% ) 1,0.1% M CNS
0, o
14 2% 7,1% 3,0.4% New formulation 42, 6% 1,1% M Allergic
2,03% ‘ 15, 2% 15, 2%\ N M Digestive
admlnlstratlon New dosage of 17 2;’6' 2% M Respiratory
18, 2% A regenerative medicine In-Development 19, 39 ’ M Vaccine
New dosage_/ 1,0.1% 677, 89% 127 M Peripheral nerve
45, 6% £ 25, 3% = M Immunosuppressant

M Anti virus

New M Alzheimer

indication
295, 39%

374, 49% M Regenerative (cell)

In-license product

i Sensory

M Blood product
YES

209, 27.5%

— i Regenerative (gene)

i Anti bacteria
M Fixed Dose Combination

NO

551, 72.5%

—~—

M Hormone

M Dermatological

* In FY2022, 89% of the ongoing projects (677/760) were for products in development. M Parkinson
. . . . . . . . M Urinary
* The ratio of new MOA products is as many as 66%, of which innovative new MOA products Oncology is a major focus area accounting for 50% of the total 4 Radiopharmaceutical
(products significantly different pharmacological effecting compared with existing drugs) are 34%. projects in FY2022. M Contrast agent
Submission lag (1) Submission lag (2) Submission lag (3)
Reasons why 1st submission in Japan or same day Reasons why 1st submission in Japan or same day with
Time lag from the 1st Submission in the World (N=88) with other regions can be done other regions cannot be done
Currently filed or scheduled to be filed by First submission region (n=14, multiple answers) (n=101, multiple answers)
end of March 2023 based on the results of * Answers with multiple regions were included .
global clinical trial(s) (N=760) 2 2% 2 2% ® Japan first / Business decision of Japan —— Simultaneous filing is defined as "within 2to 6 I ——
2, 0% 2,2% 1 1% T simultaneous priority M from US/EU
® Within 30D Standard process which enable _ Delay of Japan development start [N
9 - same day submission
S8 e A ) . . Business decision to prioritize US/EU filing [ R
= Within 2 M PCA without reglon specific doc ] - - .
m YES = US preparation (e.g. CMC) Japan specific reasons (additional studies, S
result of PMDA consultation, etc.)
= NO m EU ® Within3 M _ Others - SimuItaneo?fosntj]t;r;weists)i;)gr;n\/;/]?;gnot planned —
= Unknown * Japan = Within 6 M o 1 2 3 4 5 6 7 0O 5 10 15 20 25 30 35 40
670, 88%
= Others o * Japan first or same day submission with US/EU was achieved by business decision and standard
or more . .
processes that enable same-day submission.

* The main reasons for not filing first in Japan (or on same day) are that such submissions are
impossible or was a business decision. Japan specific regulatory requirements also account for 26%.
* Major Japan specific reasons which caused delay in "~~~

Development of companion diagnostics

® Not determined

The first submission region was the US in 75% of the cases. : —— — : —— Japan submission were: > e e mion oo oVl n Japan
EU accounts for 22% and Japan accounts for 2%. First submission in Japan or same day submission with other regions is only 2%, but * PMDA opinion affected submission timing (11/26) : . pata available timing of clinical study in Japan
submission in Japan within 3 months is planned in around 42% projects (down from * Preparation of M2.3 or applicant form for Japan | ;z:ajsg;gsgg;‘g:'tfr:;'?fr';"CE’TFI’;”
59% in 2022 and 51% in 2021). It accounts for 56% in case of oncology drugs. (8/26) |+ Data error in a clinical study needed time for correction
! »  Miss reading of patient recruitment speed at interim analysis i
Tlmlng of MRCT Pa rtIC|pat|on Timing of Japanese Phase 1 implementation of new active ingredients
. . . _ In-li d products (N=86) Whether or not there was any explanation by PMDA
New active |ngred|ents (N-374) TOTAL (N=213) e s | other than "In principle, it is necessary" or "We cannot
18 5% make a decision because we do not have Japanese data"
. as a reason for the necessity of
In-licensed prod uct of Japanese Phase 1 during PMDA consultation.
new active ingredient (N=125 ® Other indication (N=49)
TOTAL (N=760) g (N=125) . »
M Prior to MRCT
46, 6% 9, 7cy 8 7% ™ In parallel with MRCT g
= B Not conducted
Participated MRCT from Phase 2 Participated MRCT from Phase 3
(N=87) (N=126)
6, 7%
' . B Explained ™ No expalined ™ Unanswerd
mFIH H P1b/2a m P2 mP3 ® Unanswered *  Of the new active ingredients, 35 projects (16%) participated in MRCTs without conducting J-P1. The others had conducted J-P1 prior to or in parallel with
5 - — - MRCT participation or in other indications.
* Of the 760 products, 344 (45 A’) projects participated in MRCTs from P3 (le 3)' *  Of the in-licensed products, 17 projects (20%) participated in MRCT without conducting J-P1 and 48 projects (56%) of them conducted J-P1 Prior to MRCT.
* Of the 374 new active ingredient projects, 126 (34%) participated from P3 (P2/3), followed by 87 (23%) from P2 study. «  Of the new active ingredients that participated in MRCT from P2, 65 projects (75%) conducted J-P1 prior to MRCT participation, which was a higher proportion
* Of the 125 in-licensed product of new active ingredient, 58 (46%) participated from P3 (P2/P3), followed by 28 (22%) from P2. than for those that participated in MRCTs from P3 (P2/3). S . o '
« More in-licensed products of new active ingredients participate in MRCTs from Phase 3 trials (46%) than whole new active ingredients * Ofthe 17? prOdl.lCtS in which Phase 1 was conducted prior to M.RCT partICIpatlorT (includes prOJe.cts o?:he.r tha_n .new active ingredients), 49 (28%) had P!V!DA
0 consultations prior to Phase 1. In 38 of them (78%), PMDA provided no explanation other than "in principle, it is necessary" or "we cannot make a decision
(34%). because there are no Japanese Phase 1 data ".
The extent of population exposure to assess clinical study (1) ; ini (2) . : :
e EXTe eal?mf: attor UIatiI:n) y The extent of population exposure to assess clinical study (2 Number of Clinical Studies (Global/ Domestic)
B P y P POP Is the development plan to include >100-Japanese (>100 patients/one-year in Japanese population)

Global vs Domestic from FY2015 to FY2022 Survey Respondents 854 studies

population per year in clinical data package: Why is “>100 Japanese population per year” not included in clinical data package? (multiple-answers)

Is it a new drug intended for long-term treatment of non-life- — 1200
. _ . Non-orphan (N=160) All Non-orph Orphan* 108
threatening conditions (ICH E1) and is the development plan R on-orphan rphan
S _ Unknown €asons (N=139) (N=83) (N=56) 1000
based on MRCT as a registration study? (N=760) 25 1690 20 - - 861 854
g The safety in Japanese population can be evaluated based on consistency of results o o o 800 663 o wg
637 %
Unknown  Unanswerd N=220 Probably No between overall and Japanese population 67 (48%) 40 (48%) 27 (48%) 548 o 604 o (8525%) —a—Giota
17, 2% 3 0% o 14, 9% ’ 600 435 493 =@=Domestic
Probably No (29/) ° Japanese population was calculated considering feasibility 118 (85%) 64 (77%) 54 (96%) 364 oot
4 1% Probably Yes 400
’ No 15, 9% Already evaluated in other submission 4 (2.8%) 4 (4.8%) 0 - 1§4 1i9 175 iss 140 133 182 16
69, 43% —= o e T——(14.75%)
0
* - . . « .
201 25% Orphan® (N=60) How many Japanese population for long-term safety are evaluated in clinical data package? OIS RROI6RRON P08 P09 P00 o R
Unk Unanswered .
5 ':;W" 1, 2% 1Y§s;/ 80 . o (N3] u Orphart (N=56) Global vs Domestic by Development Phase FY2022
? ¢ + Non-Orphan (N=83 rphan (N=
Probably Yes Probably No/ .g 50 9.Ph3. | S
No : 19, 3% 2,3% & 40 8.Ph2/3 NG
516, 68% ks 7.Ph2 G
* 20 9 6 8 6.Ph2b ST
54 90% 0 ; - ﬁ . SPh2a M " Global
*Potential h desi ti with patien Domesti
orentiatorpnan designation 0 1to 24 25t049  50to74  75t099  Notdecided Unanswered Ao /thpt ' — Trome
3.Ph1/2 with HV 0
« Of 760 projects, 220 projects (29%) were applicable to ICH E1 and MRCT registration studies. # of Japanese patients yet *Potential orphan designation 2 PhL with patent EE———
° - H 1 0, > - 1 H 0, o . o _®
Of 160 non-orphan projects, .52 projects (32%) were 2100-Japanese population per year and 83 projects (52%) « The most common reason for “<100 Japanese population per year” in clinical data package was LPhiwith K -
were <100-Ja|:ane§e populatlon.per year. . enroliment feasibility. 0 50 100 150 200 250 300 350 400 450 500
e Of 60 orphan* projects, one project were 2100-Japanese population per year.

* Regarding number of Japanese population, 54 projects (65%) were less than 50 Japanese populations The total number of studies was 854 and the ratio of Global studies was 85% in FY2022.
even if projects were non-orphan

Plan for SAKIGAKE
Survey Respondents 760 projects Use of Early Approval PathwwaYIEI?N 37)0nCOIOg§ewmdlcaE)5gge)(eN4cS)ts Factors of Drug loss

Plan for SAKIGAKE N=20
60 RTOR WARTEN IGFBiE MIETI IBRIME sakia- I NRTORN WAATEN NGFBiEN MIBTHM IBRIVE] Sakigake . . . .
ooty S _ Z B I 2 - Foeced Drug pricing system * Drug pricing unpredictable
onota % 50 . q q q
Notyet considered m—1 125 16,5%) ———— B * Drug price adjustments with other countries
Under consideration/plan to apply B 9 (1.2%) ‘0 2 — 1 * New indication is not developed due to price reduction by market expansion
Not accepted by MHLW M 10 (1.3%) 30 - “; v — ; — recalculatlon
Under review/plan to apply as agreed w/MHLW | 2 (0.3%) v v v v
. . 2 v v . .
Under discussion w/MHLW 0 (0%) ’ —— - 7 Japan specific regulations <Japanese data>
esignate 4% v v v v v 7 7 7 . o =
Pestenatecd | 3{0.4%) 10 CA I —— 7 » Japanese data requirement for clinical data package
’ o 200 . 4°° o o ” 0 - 7 « Japanese P1 data requirement before MRCT
Reasons for not app|y SAKIGAKE RTOR Asse:f(rjnent P(;(:Lelzt RTOR+Aid RTOR+Orbis v j v — ; <Ja anese Ian ua e>
0 100 200 300 ENCE mAdditional indication j ; : : ; v j p H g g H H
( Difficult to file before or at the same time as global | I - S e ———1— * Japanese is required in CTD M2
No global support . A48 B S W = z <RegUIati°n>
* Although number of development projects were N I z . . . ..
Resource isues . i . . I 7 * Supplemental NDA is required for concomitant medications
_ decreased in FY2022, designated projects using 72 IR I I I A N I WA . . ..
[ Impact on Drug prlce] oncology early approval pathways (RTOR, — ‘\: 1 : — — . Post-market regu|at|on requ|rement SUCh as 14-day prescnpﬂon' PMS' etc
Not meet the requirements other than "Japan first" . . . . v 4 . . .. .
p— Assessment Aid, Project Orbis) has been steadily | [— 2 - - Prioritize other regions * Declining attractiveness of Japan market
increasing (total 82 vs 67 in FY2021). _ z A A * Planning initial development in US/EU.
mYES mNo * Especially additional indication/dosage projects v B I N -
. . . - v v H ° ® ° . . .
The survey respondents only use/planned to use SAKIGAKE for 24 (3.2%) of the total projects, including those using Assessment Aid were increased in FY2022. A L 2 — Expedited Program g!:fferences n Orpf:an dejlgnatlon ;Nllij: 7S/E:.° ional | (EU
. . . .
under consideration. Reasons for not using SAKIGAKE include that the projects do not meet the requirements or M‘:‘my NC:E/ novel b"l)logt'; throughOu;prf”ec:s d - 5 7 ifferences in accelerated approval (US)/conditional approval (EU)
. aeges . . .. . . . . .. using early approval pathways were designate
that it is difficult to submit applications in Japan before or at the same time as the first global application. More by Bi n d‘/,orprRIME rl)-loweer No SAKI GiKE - Development by Overseas Venture * Not developed for Japan
. o . . . . . . » 4
than '.‘a'.f °f_the companies (57%, 13/ 23) be.l'e"e that further relaxat.lon ‘ff the criteria of simultaneous designated project. s Cooperation among regulators * No cooperation of PMDA with FDA or EMA (e.g. Project Orbis, PGA)
submission is necessary to promote utilization of the SAKIGAKE designation system. Z
Pediatric development dru v : : ilizati -
P 8 Plan for specific-use drug designation (SUDD) Utilization of Real-World Data
Any plans for Japanese pediatric subjects Japan joins or will join Global PIP/PSP? Applicability of SUDD conditions SUDD status Survey Respondents (N=760 projects)
N=99
N=758 n=760 - - it . . . I
Not participating ( ) (n=56) Investigate RWD utilization Timing to investigate RWD utilization Objectives for the RWD utilization
. Participation | @ u @ Neither of@/@ Unknown H Already applied H Plan to apply 3 0% 14 2% 10 (Multiple responses allowed)
§> (local development planned in J - J— ‘ @ Pediatric diseases; the dosage and administration for Not applied/no plan to apply = Not discussed yet r 70 P e Efficacy evaluation data | I
13 9 pediatrics has not been included 2,4% 8
t j 13% O_%_ _, () Drug-resisstaT;acterialinfection = et 6 safety evaluation data [
e 1, 0% ’ 4
N N ’ Eficacy reference cara
Most prioritized reason N “Ves = No = Unknown ’ I ] sty rereence s N
Others N=96 Data package agreement with PMDA? 0
NHI price incentives. N7 In case of @ or @), Pre-NDA Pre-Ph2 Pre-Ph3 o 2 4 6 s 10 12 14 16
3 apply for SUDD? HYes mNo
3% re plans for development in Global. 47, 84% . . ..
P 79 P c00. 929 Status after internal/external RWD investigation Detail of internal review for the case not to use RWD
There is an in'centive.to ‘?Xte 83% Proceeding as the result of PMDA L & Decided to submit NDA based on only clinical study results (1)
re-examination period in ad consultation *  (Clinical study data alone were considered sufficient (2)
8 No Go after internal discussion NN *  The application plan was changed (1)

8% Background information of the 4 projects which have applied/plan to apply for SUDD

56 out of 760 prOjeCtS (7%) meet the Two projects applied to SUDD but not designated. To be consulted with PMDA NN 4
criteria of SUDD (pediatric disease/drug-

* Respondents had pediatric development plans for 205 of the 758 projects (27%), higher than in FY2022. In * The utilization of RWD data was investigated in 14 (2% ) projects among 760

Gave up after PMDA consultation = 0

most instances the plan is to develop globally (79case, 80%) and in 43 cases (54%) there is a data package ] R ] - 4. New indications : P ; PP _ : _
most instances ¢ PNFI’DA p globally ( 6) (54%) packag resistant bacterial infection) and 4 of Requested designation Metabolicdiseases - o T L projects. The timing of investigation was at pre NDA.(8 p.rOJects), pre-Ph2 (4
& o L . . but not accepted. _ 6. New dosage projects) and pre-Ph3 (2 projects). Most frequent objective for RWD
» Reasons for prioritizing include global plan, followed by IP and pricing incentives. them applied/plan to apply for Cardiovascular diatri N . .
. . . . o . e . 1. (pediatric) utilization was for efficacy reference data (8 projects).
* Particularly desired measures to facilitate pediatric development are: 1: Simplification of data required for SUDD(ped|atr|c d|sease), bolic di 6. New dosage
pediatric dosage and administration applications (e.g., review of requirements for approval of clinical trials for Neith fthe 2 ducts that h PIRI el e (pediatric) *  Among 14 projects, 6 projects are proceeding with RWD as a result of PMDA
additional pediatric dosage, approval only for pharmacokinetic studies in pediatric patients by extrapolation e ) er ot the 2 products that have Cardiovascular 6. Nd‘?"‘: dosage consultation, 4 projects decided no-go after internal discussion and 4
from adult data); and 2: Additional incentives for drug price upon approval for pediatric dosage and applied were accepted. fre=liii) projects will be consulted with PMDA. There was no project which gave up

administration (e.g., subject to additional new drug creation, subject to company index, etc.). after PMIDA consultation






