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Introduction Review Period

The Number of Drug Approvals in Japan

- Executive Summary of the Surve
PhRMA/EFPIA Performance Metrics Survey 2017 Y Y
Products M Standard M Priority [/ Paper INDAY
. . 134 138
Scope: 140 130 =22
* Review Period Review Period . _ . 120 - 0
- Number of drug approvals . [?rtfgs apprO\./ed in Japan in FY2016 (April 2016 to March 2017) - 31 A _
Revi iod | orit , d standard , Clinical Studies and Development Plan 100 - 23
EVIEW pEriod in priority review and standard review » Clinical studies initiated/continued/completed during FY2016 (April 2016 to March 91 - 37 - - 32
80 |
o 3 B BN B
.. : . e . ) 55
» Clinical Studied and Development plan Companies involved: 60 | 17 - 1 A ;
: : : PhRMA (10 companies 96
* Number of Domestic, Global or Asian studies : ( S ), , , , a0 3 - 14 |
] - Abbvie, Astellas Amgen BioPharma, Biogen Japan, Bristol-Myers Squibb, Celgene, 11
* Therapeutic area of Global study Eli Lilly, Janssen, MSD, Mundipharma, and Pfizer 20 e 48 " 3 |
* Interaction with Regulatory Agency EFPIA (19 companies) 27
- Actelion, AstraZeneca, Baxalta, Bayer, CHUGAI, CSL Behring, Ferring, GALDERMA, 0 -
GlaxoSmithKline, Janssen, LEO, Lundbeck, Merck Serono, Boehringer Ingelheim, ALL EF+Ph ALL EF+Ph ALL EF+Ph ALL EF+Ph ALL EF+Ph  ALL EF+Ph ALL EF+Ph
. ] . _ Key findings:
Method: 'Pﬁpetr.’NDAtEP”b'l'.c ".”°W'edge'basedt » In FY2016, approvals of EFPIA+PhRMA
* Using Questionnaire application WIth prefiminary assessmen (55) account for approximately half of
total number (112)
1 Key findings:
The Number of Drug Approvals in FY2016 ey findings .
. » Majority of JNDA were New Active
Categories of JNDAs ingrecient (40%) and New Indicator | " '
ority 12 : 43%)in Y2016 approvals Regulatory Pathways in US and EU
Products M Standard M Priority i Paper JNDA (Apprcvals in FY2016) g ) . \
112 Review Office (Japan Approvals in FY2016)
. I ———
100 Categories of JNDAs New brug | H us BTD, EU Accelerated
New Drug |l NN 3 N=5, 12% ccelerated,
" / N=3, 7%
. New Drug IIl [ 3 Fast track, Orphan
New Drug IV I |3 ——N=1,3% N N=3,7%
co 55 New DrugV I 13 /‘
—_ Priority,
Vaccines etc I 2 N=5, 12%
40 Data Package (Pivotal Study)
Others; \_ Orphan,
N N=7, 13% N=4, 10%
0
Extrapolate ccelerate
ALL EFPIA + PhRMA Overseas / BTD () 1 1 3 Accelerated (3) 1 2
Ke f|nd|n S Study, Fast Track (1) 1 Orphan (3) 3
Y 85 \ New N=8, 14% Priority (5) 4 1 Standard (35) 28 5 2
Remark: Paper JNDA: Public knowledge-based > ?5];:)Yggcloinatpf%l;ogsgrgiigg!g;PhngMO? Admil:;‘th:ari?::el\?L ) / COE:;?Z;,M' orenen @ ’ 1 ———
application with preliminary assessment total number (112) S Standard (26) 23 2 1 Key findings:
EFPIA+PhRMA (N=41) > ?/arious types of ”(r)egtﬁ]latc))ry pathwlays;
_ + = BTD, FT, Priority, Orphan) were utilize
EFPIA+PhRMA (n=55) especially in US, in FY2016 approvals
Standard Review oriority Revi
rOrity ReVIEW Excluding Paper JNDAs Priority Review including Paper JINDAs
«®=ALL —+-PhRMA —-EFPIA “®=ALL  -&PhRMA  —+-EFPIA «o=ALL  -4—-PhRMA -+ EEPIA
/\ ’
; N\ o \ / /\
2 12 — p
$ $
9 6 6
FY2010 | FY2011 | FY2012 | FY2013 | FY2014 | FY2015 | FY2016 ]
S oo | paont | paow2 | paois | praoia | paoss | Faois T —
Median Median Median Median 60%tile 70%tile 70%tile Median Median Median Median 60%tile 60%tile 70%tile ) ) . . . . .
Median Median Median Median 60%tile 60%tile 70%tile
ALL 14.7 11.5 10.3 11.3 11.9 11.3 11.6 . . . . . . .
ALL 92 e - e £ 8.8 8.8 ALL 9.2 6.5 6.1 7.2 8.8 8.7 8.8
PhRMA 14.5 10.4 10.7 10.8 11.2 11.7 11.3 . . . . . . .
AL Lo 10.8 93 8.1 8.1 8.8 8.6 PhRMA 12.0 6.2 4.9 7.2 8.1 8.1 8.6
EFPIA 11.1 9.9 11.4 11.3 11.0 11.2 11.5 . . . . . . .
A S o o e L0 o0 ol EFPIA 8.8 6.5 6.1 7.5 11.0 9.0 8.1
Key findings: Key findings: Key findings:
> 70 % of cases were completed within 12 months, PMDA’s targeted review time in FY2016 » 70 % of cases were completed within 9 months, PMDA’s targeted review time in FY2016 » 70 % of cases were completed within 9 months, PMDA’s targeted review time in FY2016

Clinical Studies and Development Plan

Clinical Studies in FY2016

Total Projects in FY2016 Total Clinical Studies by phase in FY2016 (Global/Asian/Domestic per Phase)
PhRMA + EFPIA 624 studies

PhRMA+EFPIA 495 projects PhRMA + EFPIA 624 studies \
New dosage,  Biosimilar, Unknown, Key findings: | Ph3
New N=21, 4% N=1, 0% _
formulation Totally, 435 projects Ph2/3 m Domestic
N=d 1% ’ are ongoing. The ratio Aci
T of NME is almost 50%. Bhab W Asian
220 3% » Total number of studies
T2 conducted by PhRMA+EFPIA Ph2a Key findings.
in FY2016 was 624. » The ratio of Global studies
» Late phase studies (Ph3 and was 67%.
(o)
’ 151) 2/3) were the most' i.e. Ph1/2 =17l > In Ph3, Global+Asian studies
about 60%. 3% were 80%. On the other
hand, in Ph1l, Domestic
Phl studies were 63%.
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Note: The following data include the studies already completed or terminated regardless of reasons in addition to ongoing studies

Therapeutics Area

Development Status in FY2016 o 2%&%\::3’?”*0% SAKIGAKE/Breakthrough(BT)/PRIME

PhRMA+EFPIA N=5,1% __ 5,1%

~ N=31,6

— 435 projects N=17, 3% O PhRMA+EFPIA 495 projects
600 495 act = Unknown Key findings: N=8. 2% L
7 projects il 495 orof ’ Plan for SAKIGAKE BT/PRIME designation
w Approved ota .y, projects are N=9, 2% BT only, Both
c00 ongoing. The target N=35 ’ N-lO’
m Review products of simultaneous N=10. 2% o o
submission are planned ' YES, 7% 2%
Development Key findings: N=19,
400 - “ P about 60%. Y & 29 PRIME
Total project number is 495 ° only,
_ o are on-going. The ratio of NO, N=2,
300 - Simultaneous Submission Oncology is almost 50%. N=14, 3% N=476, None, 0%
NO 96% N=448,
200 ' YES, 91% BT: 45, PRIME 12
N=207, N=287 ® Oncology B CV/Med/Hormon _m
42% . ’ ® Respiratory m CNS/PN —— 35 .
100 - 58% B Immunosuppressant B Anti bacteria/Virus/Vaccine Y BT: 45 BT: 6 Key findings:
» Th b f projects that plan f
= Blood product = Alerey A 10 5 SAKIGAKE designation is tll low, 19 of
m Digestive W Sensoria (Both) PRIME: PRIME: 495 projects ’
0 = E':?:;grts/B'OS'm”ar - '::rt?rllrsnoenrdisease PRIME only 2 12 1 6 » 7 of 19 projects are also designated as
BT/PRIME
PhRMA+EFPIA Regenerative medicine Others 448 12

Interaction with PMDA before joining MRCT Request for Change of Protocol / JP subject number
Requested additional studies

0 50 100 150 200 250

PhRMA + EFPIA 435 studies

Ph3, N=3, 11%

Convened PMDA consultation

Key findings:

» PMDA consultation or Pre-
meeting were held before
MRCT at the rate of 53%.

erm, N=4, 15%

Request for Protocol change

linical, N=1, 4%
r,bN=2, 7%

Key findings:

» Protocol changes were
requested by PMDA at 55%.

» Change of Japan subject
number was requested at 15%,

Request for change of number of
Japanese

No and 55% of them actually
Actual change of number of Japanese changed.
Key findings:
MRCT MW Japan ® No » Additional studies were
Other change by protocol requested by PMDA at 12%,

Pre-meeting only / / / / / and 41% of them were Ph1l

Yes, N=22, 5% studies.

PhRMA + EFPIA 229 studies PhRMA + EFPIA 229 studies

. , Existing of East Asian Data and Necessity of Japanese Phasel
Timing of PMDA consultation CoDx prior to joining MRCT

. Phase 1 skip cases (n=16)
PhRMA + EFPIA 495 projects

Orphan indication etc (9)

(0] logy; 68 ject : :
N=4. 2% YES, NCOI0BY; oS projects Asian dats Combination therapy follows mono therapy (4)
) Unk _ CV, digestive, Alzheimer,
nknown N=75, Parkinson, respiratory, available, 4 New form, dosage etc (3)

, N:]_’ 0% % Metabolic, allergy; 1 project each N=87,

Not J-P1 skip, Phase 1 skip cases (n=93)
N=71,

M Simultaneous

Orphan indication etc (25)

Combination therapy follows mono therapy (7)
New form, dosage etc (14)

Biosimilar (6)

Conducted other indication’s P1 (7)

Joined Global joint P1 (4)

M FDA or EMA - PMDA

M PMDA - FDA or EMA
Not J-P1 ski

Company of Codex NDA N=251,
~ N=2 59%

Confirmed tolerability in other indication (3)
Pediatric usage (3)

HIV product (3)

Consideration of characteristics for drug and
disease (3)

Other few cases (10)

NA (8)

N=1

Key findings:

» 79% of PMDA
consultations were held
after FDA or EMA’s

opinion was obtained. Key findings:

M own company

M external company

No Asian data,

unknown N=348,
80%

The number of projects that plan for

CoDx is 75. Most of CoDx are developed Key findings: - _ , _ S
. » There were 87 studies in which data on the East Asian population was available before participating in MRCT, but there was
in external company.

no case for which East Asian PK data was utilized.

Ph RMA + EFPIA 189 StUdies » All the cases that enabled participation in MRCT without conducting phase 1 in Japanese were “combination therapy
follows mono therapy” “additional formation/indication”, “biosimilar” and “orphan indication” in accordance with J-PI skip
Guideline.
Proportion of Japanese Sample Size to Total Sample Size Basis for the Japanese sample size

Achievement of Japanese

Other, -
0 50 -9 Balance between Japan _ ) Guideline/Balance, .
: N=10, 2% ! S I S
- @ Guideline and other countries, N=8, am p e dlze
45 ' N=13, 2% L
80 “ M Feasibility/Guideline 3% Key findings:
20 ® M Feasibility/Guideline/Balance - / » Most of the
Feasibility/other, o .
ibili case(95%), sample size
70 o M Feasibility 7 N=6, _ . . ' ( . 0); P
;:’ M Feasibility/Balance 1% g GUldEllne, estimation was done
= Feasibility/Balance, il
o ® 5 + other / st N=80, by Feasubl.lclity;.and
X e 9% MRCT Guideline. ,
: % ’ ° 19% closing,
A £
(7)) © —
L) @ 20 - .
o 4 .
0 |15 o = - Feasibility/Guideline,
Q = N=62
) gt b ® ege —2y
c 10 Al LT e | o
g -T Feasibility, 15%
e
5 H _—
] + N— 153'
+ -
0 (0] Feasibility/Guideline/
0 500 1000 1500 2000 2500 3000 3500 4000 4500 5000 37 A) Balance,
Total le si -
=Ll UL oLl I\ZII_ZS‘;’ Evaluable(N=6) N (cumulated number)
- - No difference of ethnicity is explainable 4
H Explainable by using the same Asian Study data 1
g o g g + Other 2
10000 15000 20000 25000 30000 B Guideline o o o T Key findings:
Feasibility/Guideline/oth Guideline: Basic principles on Global Clinical Trials, Notification ) )
Total sample size [ — | Fea5|b|I|ty easibility/Guideline/other, No. 0928010, Director of Evaluation and Licensing Division > Of the cases that completed MRCT, 68% of studies successfully met the target number of Japanese subjects.
'\(';/1' Pha.armaceuti::al and Food Safety Bureau, MHLW, Sep.28 2607 » 69% of the studies in which the target number of Japanese subjects was not met closed the study without PMDA consultation.
(] ’ ’ . ’




