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PhRMA(11%L) :Abbvie, Amgen, Biogen Japan, Bristol-Myers Squibb, Eli Lilly, GlaxoSmithKline*, Janssen*, MSD, Pfizer, Gilead Sciences, CSL Behring*
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EFPIA (15fk1) :AstraZeneca, Bayer, CHUGAI, CSL Behring*, Ferring, GlaxoSmithKline*, Janssen*, LEO, Lundbeck, Merck Biopharma, Boehringer Ingelheim, Novartis, Novo Nordisk, Sanofi, UCB (k:HEESMEE, E£5HT1k L U THRER)
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Total PrOjeCtS IN FY2021 [riasrrrma 884 projects Thera DEUtiC Area for Projects in FY2021 Plan for SAKIGAKE EFPIA + PhRMA 884 projects

12, 1% 2,<1% PhRMA+ EFPIA (N=884) Plan for SAKIGAKE
: | fl D | t Stat 19, 2% 11,1% 9,1% 4,<1%
Projects P anned fi Ing Category eévelopmen atus 15, 2% 1 <19 = Oncology Do notapply I 725(52%)
, < %
: 0 m CV/Med/Hormonal Not yet considered NN 119(13.5%)
. . . . . Flled’ 46} 5/0 Unknown} 1I - A t b t . /V /HlV/V . Underconsideration/plan to app|y . 12(14%)
Regenerative medicine, New indication of nti bacteria/Virus accine

Approved, <1%

10, 1% regenerative medicine, = CNS/PN/PD/Anes Not accepted by MHLW Bl 17(1.5%)
NEW administration’ 3 <1% « Others * Under review/plan to apply as agreed w/MHLW = 1(0.1%)
’
13; 2% FDC;31 <1% New DI . Under discussion w/MHLW | 3(0.3%)
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New dosage formulation, Designated | 3(0.3%)
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*. . . . . H
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= Unknown HYES mNo

*:Include Contrast

* In FY2021, the survey respondents reported 884 ongoing projects. 785 (89%) of these involve The survey respondents only planned to use SAKIGAKE for 19(2.0%) of the total projects, including
products that are in development. « Oncology is a major focus area accounting for 53% of the total projects in FY2021. those under consideration. Reasons for not using SAKIGAKE include that the projects do not meet the
* The ratio of new MOA products is as many as 62%, of which 35% are innovative new MOA requirements or that it is difficult to submit applications in Japan before or at the same time as the
products (i.e., products that have a significantly different pharmacological effect compared with first global application.
existing drugs)

Use of Early Approval Pathway in Oncology Projects Utilization of Real-World Data (1/2) Utilization of Real-World Data (2/2)

When certain data have been accumulated so that pooled regions
can be examined

EFPIA + PhRMA 884 projects Objectives for the utilization
NCE* (N=26) Other (new indication/dosage/formulation) (N=41) . . . . . . - — - . .
0 Investigate RWD utilization Timing to investigate RWD utilization Status after internal/external among the proceed projects
A o I B e RWD investigation | 7 orofect
>0 4 v 4 Y 4 ‘/ 4 ; Japan us (Multiple responses allowed) apan ( projec 5)
v v v v
v 7 7 v Pre-NDA _ 9 Evidence for protocol creation ~E———————— /
40 7 v A 7 7 19,2% 21,2% 18,2% _23,3% * 8 12 11 efficacy data | 0
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v v v 4 v 4 Evidence for protocol creation I /]
0 7 ; > v - 2 I I 1 efficacy data  n— 1
RTOR  Assessment Project RTOR+Aid RTOR+Orbis  ALL “: — “: ; ; ~ ~ . . .- . . .1 . 0 [ safety data  m— 1
ad  Orbis A A A A I - Objectives of RWD utilization The utilization of RWD data was ;
- . . . o . . No go from Proceed from HA Gave up from HA  To be consulted complement efficacy data T 6
B NCE * m Additional indication “: ; “: ; v - - — — — (Multiple responses allowed) Investlgated in21 (2/) ) prOJectS N Japan internal discussion consultation result consultation result complement safety data I T G
¢ NCE e bilogie rojects 1 . A . and 23 (3%) projects in the U.S. Of those, 9 mJapan mUS o 1 2 3 4 5 & 7
A A A A S A ML N - complement safety data (in addtion to |y 2| projects were investigated only in the U.S.,
clinical trial) . . . . H 1 H H . . .
i A dlinical trial) e s | The timing of investigation in Japan is Regenerative medicine product:2) in Japan and 11 (CNS:4, Oncology:2, Regenerative medicine
v v
. i i i i 7 7 safety data (as alternative for clinical 1 . . roduct:3) in the U.S., RWD will be utilized based on the HA consultation. 6 projects will utilize in
PTOJects using onFoIogy early approva-I path\_A{ays (Project Orbis, Assessment T B trial) B! slightly earlier at pre-NDA compared to P . ) ’ proj
Aid, RTOR) were increased especially in additional ——1 1~ efficacy data (as alternative for clinical g 2 pre-Ph2/pre-Ph3 both regions.
i dieati : : ; trial 1 : . . - .
indication/dosage/formulation projects (26, 21, 34, respectively) vs FY2020 (9, AN I - rial , «  In both regions, the main objectives for « Of the 7 projects in Japan, most frequent reason for utilizing RWD was to generate evidence for
i i i Evidence for protocol creati . . . . N
4, 8), while no change in NCE projects (20, 18, 21) vs FY2020 (20, 19, 20) z Z z vidence for protocol creation | N § TN protocol creation. Of the 11 projects in the U.S., the primary objective was to complement
* There is a trend that one project uses several early approval pathways — 11T RWD utilization were to complement . . . . .
_ , _ . 0o 2 4 6 8 10 12 14 . . o . efficacy/safety data in addition to clinical trials.
* Most NCE* projects using early approval pathways were designated by BT — e mus efficacy/safety data in addition to clinical
‘ ) apan _ . . . .
and/or PRIME. However, no SAKIGAKE designated project S A I A trials. * The company gave up using RWD in three cases in Japan and one case in the U.S. as a result of
the HA consultation, which requested to conduct clinical trial.
Timing of MRCT participation (Number of unanswered is Timing of Japanese Phase 1 implementation of new active . .
not included in total) ingredients (Number of unanswered is not included in . . COnSU |tatIOn fOr POO|€d Reg|0n acce pta ncy
o . o . Reason of setting up safety run-in
Total (n=776) New active ingredients (n=382)|| total) New active ingredient (n=273) (n=22. Multipl )
n=22. Multiple answer ] . .
Safety run-in set up EFPIA + PhARMA: 315 studies conducted Consultation
(Not conducted J-P1 or conduct it in parallel with Self-determined to ensure the safety of the —
MRCT, n=132) lapanese @ Included the question for pooled region € Economies in the “Geographical Region” (Free text)
Self set as J-P1 skip alternative || N R 6,2% 8,3% * Korea (1)
_V/_ * Korea, China (1)
Advised during CTPN review i = Yes * China,Korea, Taiwan (1)
= No * China, Korea, Taiwan,Hongkong(1)
Advised in consultation | R \ / * EastAsiaorAsia (4)
Unanswered =13 = Unknown
i adviced in pre-consultation . | € Obtained new advises (Free text)
Unanswered =108 =FIH ®Plb/2a =P2 =P3 Unanswered =45 Other indication = Prior to MRCT = In parallel with MRCT = Not conducted o 2 4 & 8 10 12 14 16 & Discussed internally to include “Pooled region” question * The conditions under which pooled regionis established
o ) = Did not discuss internall . .
In-licensed new active ingredient (n=105) Participation in MRCT from Phase 2  Participation in MRCT from Phase 3 . . . 17,6% 8,3% _7,2% y @ Conditions to conduct/consider (Free text)
_ _ Impact of setting safety run-in(n=22. Multiple answer) 20, 6% . ) . .
(n=88) (n=137) « = Japanese subject number was ¢ When a certain level of uniform conceptis presented, such as
not a consultation item guidance for each disease area
Japanese Patient number [ NG . Disc'ussed inter.nally, but *  Disclosure of specific cases where pooled regions were utilized
\ ’ } g?fcngrid not to include . Japanese patients with the target disease is small

Delayed start of enrolment of Japanese [ NNRREEEEGEGE

a

= Unknown

Additional development cost

* There were only 8 cases (3%) in which there were questions concerning the acceptability of the Pooled Region.
This was less than half of the cases in FY2020 (20, 8%).

Time to obtain global consent

[
Noimpact |

U d=18 = = . “« : : ” “« : s :
it Jnanswered =7 Unanswered = e The category of Pooled Region was “Geographical Region ” in all 8 cases. “Geographical Region” included Asian
- Of the 776 products that responded, 399 (51%) projects participated in MRCTs from P3. Of the 382 new active ingredient projects, 143 = Safty Run-in = None Economies like China, Taiwan, Korea, Hongkong .
(37%) participated from P3, followed by 96 (25%) from First in human study. o 2 4 6 8 10 12 14 16 18 e There was one case (CNS) which was accepted in any of the 1-5 population-based case distributions based on the

* Of the new active ingredients, 44 (16%) projects participated in MRCTs without conducting J-P 1. The others had conducted J-P1 prior to
or in parallel with MRCT participation or in other indications.

+ Of the new active ingredients that participated in MRCTs from P2, 66 projects (75%) conducted J-P1 prior to MRCT participation, which . : : P : 0 .
was a hlgher proportioi e thos‘; thatF:)articipated MRGT fron FF:&J (75%) P particip Of the prOJect:s that did not conc.luct J-P1 or conducted it in parallel with the.MRCT, 22 (.17A>) had sgt up a Safety Run-in. - Two cases obtained new advice, which indicated the conditions for pooled region establishment.
- Among new active ingredients, more projects in in-licensed products participated in MRCTs from P3 (57 (54%)) than whole new active * The reasons given were that 15 items were set up by themselves as alternatives to not implementing J-P1 and 10 * Of the 301 cases which did not ask pooled region question, 17 cases were considered internally but not
ingredients, and 39% of them conducted J-P1 before participating in MRCTs, which was lower than the proportion of whole new active projects were deemed necessary to ensure the safety of the Japanese population. consulted, and 249 cases were not considered internally. The free text responses for these decisions were
ingredients (57%). In addition, a higher proportion of in-licensed products were implementing J-P1 in parallel with MRCTs. + 17 items indicated that there was no impact from the setting up the Safety Run-in, and 6 each indicated that there was '

an impact on the start of enroliment of Japanese patients and that it took time for the global community for agreement.

E17 GL. For 5 cases (Vaccines (1), Oncology (1), PN (1), Respiratory (1), cardiovascular drugs (1)), it was suggested
to follow the method 1 or 2 of the notification on MRCT.

consistent with those given in FY2020.
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Any plans for Japanese suFb)jects / anpanjoins or will join G|oba§|p/p5p? Plan for SpECiﬂC'Use Drug DESignation (SUDD) Reasons for Not Applylng for SUDD and

3 <1% i ) DD 19, 11% iz'%‘ Applicability of SUDD conditions Requests for Improvement

<4}l I N —
118, 72%_| (n=884) SUDD status (n=61)

v 24 15% B Already applied M Flan to apply
v ! 0 "D "2 Neither of (/2 Unknown Mot applied/no plan to apply Mot discussed yet . . w . . . »
 Yes (Dpediatric diseases; the dosage and administration for pediatrics The most common reason for not applying for SUDD is “not meeting the criteria.
717,81% e = No has not been included L2% 2,3%
T Neg: = No N=164 " ED (©Drug-resistant bacterial infection i
N=884 R = Unknown 20, 2% 60, 7% Reason of not applying for SUDD
. ) 1, 0%
Most prioritized Reasons Data package agreement with PMDA?
6, 4% 13,21% et mestng e criers. ST
24, 15% = Global plan Is ready In case of @ or ®’
2’ 1% = incentive of LOE app|y for SUDD? 45. 74%
8, 5% k = Incentive of Pricing %
others
= Unknown {Already designated
N=164 N=118 Background information of the 3 projects which have applied/plan to apply for SUDD s orphan drugs|
One project which joined a global study has applied for SUDD and has already been 0% 20% 40% 60% 80% 100%
* Respondents had pediatric development plans for 164 of the 88 projects (19%), the same trend as FY2020. designated. SVES HNO B Unknown
Most (118 or 72%) of these were being developed globally, of which 52 (44%) included data packages that Global
had been agreed with PMDA. _ _ . Category 1" studies Any requests for improvement of utilization of the “designation of the
« Reasons for prioritizing include global plan, followed by IP and pricing incentives. Sixty-one of the 884 projects (7%) belong ) specific-use drug” program? (free text)
«  Other responses indicated that unmet need was the most common reason, followed by pediatric disease as to the specific classification of SUDD :pf’"eig“j Indl:';vtvion Anesthesia Yes No Yes )
in indicati i 1 . . esignate o i i i tar -
X;e mar:n .nd!c_at.onfa?]d pMDIA S'ugi?::;%[?:iles?. S | h - (pediatric disease/drug-resistant bacterial Ensuring that the designation criteria are easier to understand
. ter the revision of the regulation otice No. -16), seven companies sought to confirm the . . N . i
. rest . O comp & infection). However, only three of them Plan to °¥  Cardiovascular  No  No  No * Simple and short process
extension of the reexamination period based on pediatric development with the HA. Of the seven, only ] apply Dosage e All limi | . bef I .
three were informed that extension of the reexamination period could be expected. applied/plan to apply for SUDD status. e New Ow preliminary consultation before application
A?)?)I; - Cardiovascular No Yes Yes

Number of Clinical Studies (Global/ Domestic)

Global Clinical Developmentin China

Global Clinical Developmentin China

Global vs Domestic from FY2015 to FY2021 EFPIA + PARMA 1043 studies o o o o o W d :
1200 s Does China join global clinical Timing of China joined global clinical ere you requested to perrorm
develooment? develooment clinical studies in China before . .
o . 861 P P . - What type of clinical study was done in China
» 792 77 / (82.6%) 1,3% 5 5o joining global clinical before ioining elobal clinical devel t
668 671 ’ » 270 r NN INI vV men
» o2 o G e Ve - . development? efore joining global clinical developme
o0 / 493 «=@= Domestic
435
200 3i4_7 —— —o—Total 38, 36% m Ph2 vEdNo| Unknown / Cannot
184 189 175 188 140 s 182 . = NO 10, 26% - answer
200 o o —o—m —— — D —e (17.4%) 52 49% SEy = YES Phase 1 PK in Chinese livingin | ¢ | | )
0 ® Unknown / : m Unknown / cannot answer China
FY2015 FY2016 FY2017 FY2018 FY2019 FY2020 FY2021 cannot answer = NO Phase 1 PK in Chinese living 07 9
outside of China
i . . .. .. Dose range finding study in
Global vs Domestic by Development Phase FY2021 Therapeutic Area China Joining Global Clinical — = Unknown / cannot Chinese fving in China 08 1
e China is joining 36% of answer
9.Ph3 | Development ..
global clinical
8.Ph2/3 NGNS 30 W YES NO . .
7.Ph2 IS 25 development n WhICh
6.Ph2b SN 50 Japan is participating.
5ph2a B m Global 15 * China joined the
4.Ph1/2 with patient IS ™ Domestic 10 program from Ph3 in * Phase 1 PK study in Chinese living in China was done in 33% of the projects before
SPh/ZWIR Y ¢ S AR R most of the cases. China joins the global clinical development
2.Ph1 with patient [INIIEGEGECEENNG 0 N N ° Anti_cancer drug is the . } . . ) . .
LPhl with BV EFOE DL L FATEERNDEDE S SN . * Dose range finding study in Chinese was not performed in any of the projects
S F L LR F S TP E oA E €N major part of global A o
0 100 200 300 400 500 600 SRR MR S RO P clinical development before China joins the global clinical development.
v < KOSy L @ N ¢
> o < N N . . .
* The total number of studies was 1043 and the ratio of Global studies was 82.6% in FY2021. © S& ¢ MR @Qfe’ v @ng including China.
& <&
Submission lag (1/3) Submission lag (3/3)
. . uomission la
Currently filed or scheduled to be filed by end of  Time lag from the 1st Submission in the World (N=105) Submission la g ( 2/3 ) 8
March 2023 based on the results of global clinical First Sur;rr:y;l,zr'zdr:\ Nl:z Reasons why 1st submission in Japan or same Reasons why 1st submission in Japan or same What kind of steps are implemented to minimize application submission lag?
trial(s) (N=879) | . . oreq: nos ) IS ud 1531 h : . day (< 30 days) with other regions can be done day with other regions cannot be done (free description, n=27)
: N= . apan/ ame6 a6\£/WIt others, (n=24, multiple answers) (n=75, multiple answers) P ’
Not :tetsefg;“ed ) 0% 0 5 10 15 o2 10 de 202 30 se A0  Upfront CTD preparation/ Simplified review or agreement
yen B _ N N S‘m“'ta”‘;"t‘feﬁl'\iﬂnfrijnf%ﬁs’}ifjfs N . - process of CTD / Parallel preparation of CTD with US/EU (14)
@ Business decision for Japan priority [ > * Discussion/collaboration with EU/US from early stage of
Business decision to prioritize US/EU
Yes, Standard process which enable _ 5 filing _ . de.V?|0pment L (6)
Ltz <30 days, same day submission Japan specific reasons (Additional study, — 25 ) JOInIr?g MRCT/ minimum data paCkage (4)
18, 17% Portial Change Application without Results of PMDA consultation etc.) * Nothing special (3)
region specific document B - Simutancous development was not ey
plannecitom te beeinning Are there any system or requirements which need amendment to
others I - Delay of Japan development start [l 4 minimize application submission lag
) . ) ) ) . free description, n=18
Si;“‘;;:/hs' 5222“;:;5, » Japan first or same day submission with US/EU was mainly based on business decision. ( P )
77:";'” S : e Among the reasons why 15t submission in Japan / same day filing can be done, the * English CTD should be accepted (10)
St < 3 months, proportion “Standard process” is 9/24. (8/20in 2021, 2/10 in 2020) * Minimize Japanese data (3)
14, 13% e Major Japan specific reasons which caused delay in Japan submission were: * Harmonize clinical evaluation methods in clinical study
= . among US, EU, Japan (2)
e Confirmatory study (2)
* Additional study/analyses were conducted ::>_< « PMDA didn’t accept study results such as OS . High price for invest from overseas headquarters (1)
: : : d te makers (2 :
e P o 2 rasy | |2 Lot + Bpeditedpogram sch 3= RTOR 0
First submission in Japan or same day submission with other regions is less than 10%, but P ' PP P * Analyses for consistency evaluation between * PMDA consultation system (1)

L. . L . . . . e Others (Data package differentiation, PMDA consultation etc) overall and Japanese (1)
submission in Japan within 3 months is planned in around 59% projects. (51% in 2021) L= Submission for concomitant medication (1)






