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PhRMA/EFPIA Joint Survey 2023
The Number of New Drug Approvals in Japan Review Time for Standard Review and Priority Review
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— The Number of New Drug Approvals in Japan, in — Type of Phase 3 Study in Clinical Data Package
FY2022 — Utilization of RWD in Clinical Data Package
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130 134 136
126 123
117 116 118 *:Excluded 3 regenerative products
— Review Time for Standard Review and Priorit ;i : 112 112
Ry Y . Submission/Review/Approval Lag 104
eview
. Evaluation of Submission La \ 11.9 11.8 | 119 | 118 | 119
2. Category of Approved Product f g 81 2 - _— iy 118 : 11.7 | 117
_ Background of Approved Products . Utilization of Expedited Program o N - o \ /’ ‘\Fﬁ"—'ﬁ‘/:l’” 11.8 1!1.7 1.1_7 '.11 ;
— Utilization of Expedited Program . Pediatric Development >’ >0 >3 54 >’ 52 w 110 | 4 13
37 41 97 9.4
Participating companies: . "y o | 88 X
*  PhRMA (11 companies) | \\/’L m—_pg— ~ !
. . . . - . . . . 8.8 8.7 8.6 8.9 |
— Amgen, Biogen Japan, Bristol-Myers Squibb, CSL Behring*, Eli Lilly, Gilead Sciences, GlaxoSmithKline*, Incyte Japan, 8.3 :

Janssen*, MSD, and Pfizer
. FY2010 FY2011 FY2012 ©FY2013 ©FY2014 FY2015 FY2016 FY2017 FY2018 FY2019 FY2020 FY2021 FY2022
* EFPIA (16 companies)
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— Alexion, AstraZeneca, Bayer, CHUGAI, CSL Behring*, Ferring, Genmab, GlaxoSmithKline*, Janssen*, LEO, Lundbeck, Note: 6 2010 FY2011 ' fva0l2  FY20L3  FY2014  FY20LS  FY2016  FY20L7  FYZ018 Y2015  FY2020  FY2021  Fy2022
Boehringer Ingelheim, Novartis, Novo Nordisk, Sanofi, and UCB The survey respondents accounted for 38% (52/136) of the total new drug approvals in Japan in FY2022 Standard (Median) (Median) (Median) (Median) (60%tile) (70%tile) (70%tile) (80%tile) (80%tile) (80%tile) (80%tile) (80%tile) (80%tile)
* Oncology: 11/29,
* Companies which participate in both PARMA and EFPIA. For these three companies, survey answers from PhARMA and EFPIA were integrated into single answers. Note: Total 55 products were approved. + Non-oncology: 18/29 « Duration of J-NDA Review for “Standard Review” in FY2022 was 11.6 months (80t percentile)
Three regenerative products were excluded from the FY2022 survey data. Priority . ) e . th .
« Oncology: 8/18, * Duration of J-NDA Review for “Priority Review” in FY2022 was 9.4 months (80" percentile)

* Non-oncology: 13/18

—55* ilization of Expedi Program (N=55* PN
Background of Approved Products (N=55%) o Utilization of Expedited Program (N=55) o Type of Phase 3 Study in Clinical Data Package (N=52*)
52 drugs and 3 regenerative medicine * 52 drugs and 3 regenerative medicine
Category of J-NDA (N=55) PMDA Review Division (Category) (N=55) * Excluded 3 regenerative products
formt':llznlon, 1, New New Drug1 (1) M 2 Evaluated in Review Category (N:55) . . Skip Ph3 (Japan
vowroute 1, ¥ regeneratie oot 62 ad\;aunbclfcfor ReE\;(iZSiji% Orphan (N=55) Sakigake (N=55) Sk'sh?;?l(’GZ';’ba' Ph2), 1, 2% Others, 1, 2%

2%
New dosage, 3,
5%

knowledge, 4,

New Drug2 (2) 1M 2 7%
6 Yes, 0, 0% Paper INDA, 4, 8%

New Drug2(5) W 1

Drug Modalities (N=55
g ( ) New Drug 3 (3-1) [N 4 Extrapolation of

Overseas Study, 4,

New indication, Nucleic acid-based

in:ree“éiaecnttivles 33, 60%* therapeutics, 2, 4% NewDrug3 (3-2) | 3 Priority Standard No. 55 8%
o Review, 21, iew, 29, o, 55,
29% New Drug 4 (4) 1IN 3 ev;eSV:A rewsea\:;) 100%
New Drug4 (6-1) [N 5 No, 38, 69% Global Study, 34,
New Drug4 (AIDS) [ 1 Conditional Early Approval (N=55) Japan Domestic 65%
l?ioodnl](cetdsicza; ISmlall " Study, 7, 13%
*:included 2 regenerative medicine i 45%' ’ - e_:,li;s’ ’ New Drug 5 (Oncology) - I 21 Yes. 0. 0%
Regenerative (Regenerative) [N 3 Note: i
Regenerative (Bioquality) [l 1 Oncology: 6/17
. . Regenerative Products: 3/17
Vaccines (Vaccines) [N > Nogn-oncology: 8/17 / * Type of Phase 3 study in Clinical Data Package were mainly:
Vaccines (Blood products) [l 2 Nlcgosu/s’ 1) “Global StUdy”: 34 cases, 65% (FY2021 63%)
.. . : . ) 2) “Japan Domestic Study”: 7 cases; 13% (FY2021: 11%)
*  “New indication” (33/55; 60%) and “new active ingredient” (16/55; 29%) accounted for the majority of the J-NDAs - . . “ . "
. small molecules a(cco/unted f(:z 51% (28/55) and bigolo ical iodl/Jcts for Z)S‘V (25/55) Jority * InFY2022, 21 products (38%) were approved through the Priority Review and 17 (31%) were through the Orphan Drug Review 3) “Extrapolation of Overseas Study”: 4 cases; 8% (FY2021: 13%)
0 (o] 17 . ” . “u H ” H H H
* 21 of the 55 approved products (38%) were for oncolfgy (Ira)rgest divisional category), compared to 25% in FY2021 * There was no product approved under the Sakigake pathway; none were approved through Conditional Early Approval * “Skip Ph3 (Global Ph2)” was orphan designated drug and “Skip Ph3 (Japan Ph2)” was nucleic acid-based therapeutics.

Utilization of RWD in Clinical Data Package Submission / Review / Approval Lag (vs. US™ & vs. EU™) Simultaneous J-NDA filing

* *approved in US * * *approved in EU incl. UK Eé%?an W|th N 3 mo nths
(Months) NMEs (vs. US) *1°2*3 (Months)  LCMs (vs. US) *1*4 (Months) NMEs (vs. EU) *7 (Months) LCMs (vs. EU) b
Utilization of RWD (N=52%) N=13 N=27 N=15 N=26
- = 0 . . ™ ° g Number of J-NDAs Filed Simultaneously
Yes. 1. 2% * InFY2022, there was 1 product that used RWD (foreign 60 60 = 60 " - (within 3 months) (N=48)
o data) 50 50 ‘ : 50 . 50 Reasons for simultaneous J-NDA filing (within 3 months)
* The objectives of RWD utilization were for efficacy and - T % 40 » o Yes (JP study), (N=20; multiple answers allowed)
safety data as evaluation materials 0 : - . 30 3“ p 5“':".“5-70" in 2, 4%
«  Used as a part of the clinical data package upon agreement 20 i : 20 . 20 I _ 20 : X thCOl:: rlejs regm;fsz The standard process that allows the application within 3 18 (90%)
- - B} feci 1 : 10 10 K 10 2 other than Japan (N=52) months has been established
with PMDA prior to J-NDA submission . a 3 & : - o4
. . o s - 0 2 , &, . . . . oy
 Global natural history data was used as a control in the local N . 12 : ° G 0 E 8% ‘ Yes. 48 Yo 7 There was a business decision to prioritize Japan 17 (85%)
. ; ) 10 . es, 48, ’ . . T
Ph3 study in Japan 5 . - 0 2 92% N;;& It was a partial change application for the indication and
* Thisdrugis a nucleic acid-based therapy and designated as s . o - ) o ° dosage/administration, and there was no need to prepare 14 (70%)
ubmission Review Approval Submission Review Approval Submission Review Approval Submission Review Approval )
Orphan Drug "5 *6 *g *9 materials for Japan such as CMC
No, 51, 98% *1 NME is defined as “new active ingredient” in category of J-NDA and LCM is defined as other categories. *6 2 cases of >70 months of approval lag are not shown. Others 1 (5%)
*2 Exclude 2 cases under review in US *7 Exclude 1 case under review in EU
*3 Exclude 1 case of >500 months of submission/approval lag *8 2 cases of >70 months of submission lag are not shown.
*: Excluded 3 regenerative products *4 Exclude 1 case under review in US *9 3 cases of >70 months of approval lag are not shown.
5 2 cases of >70 months of submission lag are not shown. » Of the 48 products that achieved or planned submission globally, 22 J-NDAs (46%) were filed first in JP or simultaneously.
«  Review duration lag tends to be limited, and many cases were shorter than EU review period in the NME. * Fourteen cases (70%) were partial change applications which need no preparation of materials for Japan such as CMC.
«  Overall, submission lag is presumed to be the main reason for approval lag. * Primary reasons for these simultaneous applications were “the standard process allows for applications to be filed within 3
«  There were several cases in the LCM that have quite large submission/approval lag in both vs. US and EU. months” (18 cases, 90% of the applications) and “there was a business decision to prioritize Japan” (17 cases, 85%).

Simultaneous J-NDA filing: Simultaneous J-NDA filing:

. . I I Summary of products which planned pediatric
Submission | than 3 th Submission lag more than 3 months Pediatric Development development after approval for adults
ubmission lag more than 3 months , , o
Reasons for the delay in development phase Reasons for the delay in submission phase The purpose of development Japanese data in the planned
; . _ | (N=12: multiple answers allowed) (N=14: multiple answers allowed) for pediatric (N=6) clinical data package for J-NDA
Numbe: 0. :1'-N|)3A5 Fi e: ;S'(nl;u‘::sa)neous y Reasons for not filing simultaneously Already approved overseas 7 (58%) Preparation of Japanese Module 2.3 or approval application 4 (29%) Pediatric development for the nnnﬂﬂ (N=6)
within 3 months = ithi = - I :
(Wlthln 3 months) (N 26) Japan was unable to join the MRCT (verification study) as it 4 (33%) Conducted additional analysis for consideration of consistency 3 (21%) approved indication Pediate v g

had been already started between Japanese and entire population 0 (N‘52) Indication 4

Did not consider Japan development due to licensed-in ; ; o - Dose and 3

e 3 (25%) Preparation time for e-data submission 2 (14%) Developed/planned for  administration Vv v v vy ’

joini P tion of tables for CTD 2 (14% ediatric indication N 0 -

:\;F;acr_:_ese SRR L e S I LA T el 1(8%) reparation of tables for ( ) D o foe;xulation for ‘/ V V V MRCT PK study with Domestic study

Expedited review in oversea 1(7%) 20, 38% pediatric Japanesedata  without PK study
n :\:p:ér_:_ese dose-finding study became necessary before joining 0 (0%) Waited for stability test results 1(7%)

Pricing strategy 0 (0%) Conclusion

Others 4 (33%) . . y ® 38% (20 products) of the approved products were
(et et Iop et seisiy cr D No P'an. for Status of the extension of developed/planned for pediatric indications.
Interim results were not accepted 0 (0%) pediatr re-examination period (N=6) ® 11% (6 products) planned pediatric development after the
Others 7 (50%) development ‘ approved adult indication.

(o]

* All the 6 products planned to add dosage and
administration for pediatrics.
, * In most cases (80%, 4/6), the purpose included

Reasons for the delays were:
* Development phase: “already approved overseas” in 7 cases (58%), “unable to join MRCT” in 4 cases (33%), and “licensed-in

. . . " o 5 development of new formulation.
« Of the 48 products that achieved or planned submission/approval globally, 26 J-NDAs (54%) were NOT filed product” in 3 cases (25%) 1 2 «  MRCTs were planned in most cases (83%, 5/6).
simultaneously. * Submission phase: various reasons, not limited to technical/regulatory ones « 3 products planned the extension of re-examination period
* Reasons for not filing simultaneously (i.e., within three months) consist of “delays in the submission phase” in 14 Acceptance of English CTDs as well as reduction/elimination of Japan-specific requirements related to M2.3 and approval application form R — and 2 products had been already extended the period by 2
cases (54%) and “delays in the development phase” in 12 cases (46%). was suggested as one of possible measures to stimulate simultaneous submissions. extended years based on the latest notification.

Utilization of Expedited Program (Oncology)

NME (N=2) LCM (N=14)
Japan US Review Period (Mo) Japan US| Review Period (Mo)
ODD Sakigake [} AR I PR IGDB] [RTOR! WA IGFBTE! PRIVIE IAAN GV ODDN Japan US EU SN BVAAN BRI SRR RODDE RIOR] FAATD PRIME CIVIA ODDA Japan US  EU
v v 9 RLi:/?:v:/ 12 1 v v v v
2 v v v v v 8 10 6
v v 10 8 11 3 v v 11 5 7
4 v v 8 NA | NA
PR: Priority Review, ODD: Orphan Drug Designation, BTD: Break-through Designation, AA: Accelerated Approval (US); Accelerated Assessment (EU), FT: Fast Track, > v v v v v 12 2 U
RTOR: Real Time Oncology Review, AAid: .Assessment Aid, CMA: Conditional Marketing Authorization, EC: Exceptional Circumstances 6 v v v 8 4 9
7 v v v v 11 4 12
8 v v v v 8 6 NA
9 v v 10 6 10
10 v v v v 11 5 11
11 v 11 2 6
12 v v v v v 9 6 8
13 v v v 8 11 | 12
14 v v v v v v v 9 6 8
Findings in Oncology
* Majority of products which were applied 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.
* |n eight cases (50%; 8/16) there was more than a 4-month review gap between Japan and the U.S.
* EU's expedited review system was not widely utilized compared to the U.S. and Japan.

PR: Priority Review, ODD: Orphan Drug Designation, BTD: Break-through Designation, AA: Accelerated Approval (US); Accelerated Assessment (EU), FT: Fast Track,
RTOR: Real Time Oncology Review, AAid: .Assessment Aid, CMA: Conditional Marketing Authorization, EC: Exceptional Circumstances, NA: Not Applied

Utilization of Expedited Program (Non-Oncology)

NME (N=9) LCM (N=8)
Japan uUs Review Period (Mo) Japan us Review Period (Mo)
PR ODD Sakigake [ByiDN BWAY =T R MODN PRIVIE SRAATE FCIVIAR BRECEN BODDE Japan  US EU PR ODD Sakigake [SEVIVEN BAA! =T e MODN PRIVIE SRAATE BCIVIAT BRECEN BODDE Japan  US EU
1 v v v 3 21 17 1 v v ] 11 4 12
2 v v 7 v v 9 9 22 2 v v 11 6 9
3 v v v v v 8 8 18 3 v v 8 10 11
4 v v v 9 53 24 4 v 10 6 NA
5 v v v v v 26 23 13 5 v 11 7 NA
6 v v 11 8 13 6 v 19 6 8
7 v v 13 <1 1 7 v 10 6 11
8 v v 16 8 16 8 v v 7 NA NA
9 v v v v v v 9 7 15

PR: Priority Review, ODD: Orphan Drug Designation, BTD: Break-through Designation, AA: Accelerated Approval (US); Accelerated Assessment (EU), FT: Fast Track, T :
CMA: Conditional Marketing Authorization, EC: Exceptional Circumstances Findings in Non-Oncology

* Majority of products which were applied priority reviews in Japan were designated as orphan drugs
* In eight cases (47%; 8/17) there was more than a 4-month review gap between Japan and the U.S., and the review gap was larger
in LCM

* EU's expedited review system was not widely utilized, and the review period in Japan was shorter than that in EU in most cases

PR: Priority Review, ODD: Orphan Drug Designation, BTD: Break-through Designation, AA: Accelerated Approval (US); Accelerated Assessment (EU), FT: Fast Track,
CMA: Conditional Marketing Authorization, EC: Exceptional Circumstances, NA: Not Applied





