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f7 42 %
R (7 4%
9% 12 p oA L S -R R
LpAf2FRRLE ( The Japanese Society for
Regenerative Medicine » = #£ JSRM )
97 13 p
. TERUMO = & (Terumo Corporation > = #
TERUMO)
Tf K £1F7# 3 (Forum for Innovative
Regenerative Medicine » ™ # FIRM)
9% 14 p B EREAFEESFRPBELE B
( Pharmaceuticals and Medical Devices
Agency > T # PMDA)
. JCR #] #Z =~ @ (JCR Pharmaceuticals Co.,
Ltd > = # JCR)
By B A #5797 (Institute of
9% 15 p Physical and Chemical Research> ™ # RIKEN )
#38+ §APS e g oo ((Center for iPS Cell
Research and Application, Kyoto University > *
# CIRA) t R oz sk
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(PMDA)
PMDA = = *:2004# » ¥ 3B ¥ hiner p A 5 2 5 & 4
( Ministry of Health, Labour and Welfare » ™ £ MHLW ) » &%t
WP ARG LEEE FREM A ST G U & 2
BF D RPNE A BB e E AT A %
R PR TR K
#2007 & 1@ 5% B PR AR S HdR e ~ 2012 ¢
WAL EAEE N FE B P ARG 2T R TSR
AR 2013 B E A FR AR RERTH L 2 F R
2oL BTFELE S FRFEHE B IsFASE (T B
PAFHzE e 2L R EP AZREPHE -
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4~

gk g4 ﬁ‘}%‘i;ﬁ 5§ ¥ fie & £ 5% vk (strategy of SAKIGAKE
Bl1-3) ~ 7 % +%.& (conditional approval > Bl4) & & ;\4c:f H
T hoad o P 322016#40 e G 4B A SRR 330 Ak %
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Strategy of SAKIGAKE as a Package

65) ~Lead the world through the practical application of innovative medical products~

Promote the strategy package facilitating all the process from R&D, clinical research/trials, pre- and post- marketing safety,
insurance coverage, through globalization of innovative products which are to be put into practical use. Specifically, this package
is targeting innovative pharmaceuticals/medical devices/regenerative medicine which can cure serious ilinesses (such as rare
diseases/cancer etc.) unless established therapy is available.

. Prioritized Policy | ) ---------------------------- Prioritized Policy Il ["§cheme to rapid
i authorization of unapproved drug

Clinical International
Tremgt i seeent WERES D i o

Accelerate R&D through supporting each stage ]
/Coalition between Network, e E =
) . \ (High-quality clinical trials b y 3 -
for Drug Discovery” and uﬁwicgl Trigl Core HospilaI)f Analysis b Improve the [Strengthening )
“Pharmaceutical Affairs NC and coalition with Mnr:leyli grnd predictability industry
Consultation on Research | | research group for rare Qi ulaggnn of NHI drug mtn;x E vegess
|and Development (R&D) | diseases {M&S) price L HRI["OE"b\'E Vutual

Repositioning (DR) and | | SUpport for ultra-orphan and venture of the
development of off-label L“""O.UQ"' the R&D to Early EEIZ TR i i process from

‘Sirategy” _ onducted b - Discussion

; - C ¥ . .
Pt o . (Support for orphan drug R&D —_—

upport of Drug- ppol p g W PMDA OHF'TBH'IItI-II'I'I-lO g Tfor SWE ) understanding

. use T funding system for
- use - Utilizing "Pre-  |and to o R&D 1o
(" Development of safety | /Support for Drug _\\‘ application eliminate off- |$"’:m” user fee to approval with
assessment technigue for | | Dg‘é?c'g m?onrtnt‘gg%'r"ggnd C%nsullation" label use ~ f the trading
f;SIng IPS d_E';E"'Ed "I?E""; Communication Technology (Utilization of the | partner, to
lowsd by intormation (MICT) ) . Strengthening measures on post- | data from clinical promote
\_ standardization /| - DB of Medical Information | marketing safet research of rare T
~— == | - Rapid and effective Clinical | Deyelopment atysystem of patient | disease / cancer for S
R&D through public- Trials . registry = ng
private joint project || * lggcgporaﬁonl into review || Research on biomarker \surveillance

A FIL: &SR 204

! ¢E © MHLW 4815 Strategy of SAKIGAKE 28H
(http://www.mhlw.go.jp/english/policy/health-medical/pharmaceuticals/140729-01.html )
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SAKIGAKE Designation System

SAKIGAKE is a system to put into practice innovative medicines/medical devices/regenerative medicines
initially developed by Japan.

Designation Criteria

Metéical products for diseases in urgent need of innovative therapy which may satisfy the following two

conditions:

1. Having firstly developed in Japan and planned an application for approvals (desired to have PMDA
consultation from the be |nn|n§ of R&D)

2. Prominent effectiveness 5 i.e. radical |mpr0vement compared to existing therapy), can be expected based
on the data of mechanism of action, non-clinical study and early phase of clinical trials (phase I to 1)

Designation Advantage [ | : To shorten the time to approval || :Tofacilitate R&D

Derioritized Consultation @ substantial Pre-application |[@prioritized Review

[Waiting time: 2 months=»1 month] Consultation [12 months < 6 months]

Shortening a waiting time for a [de facto review before application] Targeting total reviewing time: 6 months
clinical trial consultation from the - Encouraging Consultation * Accept the result of phase Il study after
submission of materials. - Accepting materials in English the application on a case-by-case basis to

shorten the time from R&D to approval

I @Rewew Partner ' @Substantlal Post-Marketing Safety Measures !
: [PMDA manager as a concierge] | [En‘te nsion of re-examination period] :
, Assign a manager as a concierge to take on overall | , Strengthening post-marketing safety measures such as,
; management for the whole process toward approval | extensmn of re-examination period after approvals ]
| including conformity assurance, quality management, ') well as facilitating coalition with scientific societies, |
| safety measures, and reviewing application , | and global information dissemination. :

Designation Procedure

1. Option 1: Application is to be submitted to Evaluation and Licensing Division (ELD) and to be reviewed
by PMDA. The result of designation is to be notified within 60 days.

2. Option 2: ELD is to approach a potential applicant. The result of designation is to be notified within 30
days after the submission, if agreed bv the applicant.

A R 2: AL5%T ﬁ\“x o TS '

General Timeframe of SAKIGAKE

[Ordinal Review]

[ consuttation | 12 rnunths

MNon-clinical
rr . Consultation l:mered Commerci
Clinical Trial —
m,se_a":h', on Clinical Clinical Trial Phase 111 alization in
Pl Phase I/l Trial Insuram:e market
Research

IG)l'-‘ru:rrlty Consyliation

[Review under SAKIGAKE Designation System]

/ @Prior Revie -.

(PPriority Review

@Review Partner

- 1 : . . Practical
Consultation | D582 ue \  Prior Review > Review 5 AE
— | / / v application of
----- 1 Covered Commerci | » . .
research/ )\ Clinical Trial Clinical Trial \ by ) Jaiuationin ) INNOVative medical
research | | Phasel/l Phase III _:" Insurance [ /' market products
| ZAccept the data of Phase .
1murn.‘r'|- 1l after the application ®S‘tren§the"mg post-
depending on conditions marketing safety
measures (re-evaluation
period)

A W30 kIR F A%
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Expedited approval system under PMD Act

(Standard Pathway of Approval for Drugs and Regenerative Medicinal Products ]

Clinical Clinical Trial Approval BIRCA
Research (confirmation of efficacy and safety) Marke
(New Pathway for Regenerative Medical Product's:-]' - -~ Leading to
= Earlier Access

Clinical Trial Conditional On Market

Clinical et Itime-limited
Research / Booce ang (further confirmation
confirm safety) of efficacy and safety)

On
Market
_>

—) POSt-marketing safety measures plus
explicit informed consent from patients

Regenerative medicine & cell therapy in Japan

Commercial Product

. ‘Academic Research Purpose. - Marketing Authorization Purpose
/" Medical care \ / Clinical Research using hm\ / Regenerative Medical \
stem cells Products

108 protocols
approved

(as of November 2014 - before
new legislation)

A
, e : '=1,7 33 clinical trials initiated
i Under the new legislation, as of 31 | (inoluding 9 th
January 2016: ' Inciuding 2 gene therapy
products)

: 79 new clinical research plans, !
:

i 2634 medical care plans
Covered by MHLW Covered by MHLW and
finda by

4 approved
| marketed products

-

~ April 2016)

i have been notified to MHLW
Pharmaceuticals an L PMDA

A F5: P ~F 2 FRRR

2 #<JE © PMDA 485 Masakazu Hirata 72 GBC 2016 &3R4
( http://www.gbckorea.kr/wp-content/uploads/2016/07/9.-Masakazu-Hirata.pdf )
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() ALHEnr
1. Terumo Corporation (TERUMO)

1921# 2% = ~ 3%+t p A& # 7 TERUMO » i &
FETP L G FREHRA CFE ¥ L85 02015
#£97% » Terumo #hp 444 4 %H%:é_;;—Heart Sheet & p
A~ 5 g2 %8 (conditional approval ) + # - Heart Sheet
AR H R R e TR AL THED R R
e %%ﬁw(@fﬂ’lﬁf@imm%‘ﬁii S R
Wypd FEPoa2 & £ Terumo B>t5& p 423 3 460
% i * Heart Sheet /s % & F 2 To/k #icdx 2 MHLW/PMDA
FxF 4 UBER DT o T 23 443 Heart Sheet
B OEEPRZ AR~ PR IS5E PR R 2 TRk By

AP BT o

Collect T Culture Send
ransport Prepare \ )
muscle 2 myoblast ells to ) )

*CPC: Cell Processing Center

Teru mo'&;ii Vls;ocess}}lgrén;ér
-Terumo - Hospital

A )6 : Heart Sheet ;= #2°

* AE : Terumo B 54805 (http://www.terumo.com/about/pressrelease/2016/20160606.html )
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http://www.terumo.com/about/pressrelease/2016/20160606.html

2. JCR Pharmaceuticals Co., Ltd (JCR)

1975 # K » B3IVt p AR BB N JCR 2 4 P %

d Osiris = & 3 & 2. Prochymal® 5 2 %8 # 87 7 iz '

RS P APAR R EL R B ELOERSER

Fig 2 & 5 (Graft Versus Host Disease » GVHD) *:2012# f

e L& ~lad gt ® o Mesoblast 2 & B i& Osiris 2 @ ¢§% fw
%L 5% F &0 % JCR A irme £ vk KB

Prochymal e7p A 4§ & 4# - JCR #- Prochyma® 2 TemCell® HS
S LH (BT7) £302015& 97 I F A FT o pb 7 S
PAmie oA nMREE s A3 S8 2T o vk

o 2y 2— shT RN
AETIRRE RN o

A EB7 : TemCell® HS ¢!

Y ACE ¢ JCR B F4EVEEE 51142 (http://www.jcrpharm.co.jp/biopharmaceutical/product.html )
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Organization > ACTO) # R*% "¢ ;5% & € (International Society for
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Blanil T X FRpTHA B A2 A FESFRBELYT
WP AL 2 FFERE P AE 2 FFLRTHAE - TERUMOJCR>
Ry BgZ AR o530 % FiPS w3 471 532
%WEE&O%Tﬁﬁﬁﬁﬁ'Ewmxfﬁﬁﬁﬂfég’ﬁ¢¢

EXIP ARP S inh 84 2 FR @ F Y FEES LH

b
=

PR B AR A AT
-) RAEAZREE ERAPELFRER

2012 1 ¢ WA AL AE AR L 0 iE R AT P A R Rah
FoLREEBEREDEZEHR T L AF R, AL P AFUF
FRERL >R F A L—\elﬁi%‘rﬁiﬁv"ﬁﬁiﬁ WALEREp A2 %531
R AREEE o Tt o P AP R R E RPN 2 RTRE - DR A
AL RAET TR L F M AR R
osfEflod p ARG hieP FAEAFF O ATAREER
MR RERL S A g
i dE e ds 15 0 B 2201640 chsitieF L p AL 4

BEAFRFAS - PTI8HEF 0 LG 5 A DRAERER

.

it ARELAFRAHE F G EAEF AT A
Fly BT p AR AFROAAT] B EEY 2R
&

13

<

¥

\§%L‘ b?ﬂ,"ﬁo

13



ﬁtr-ﬁi%%#ﬁ.@jéj\r_g_i%;}%ii\%J 2TEES ¥
H

B ipf A&z j 202 @0 p AT infiicd Al

FEWS P AMEEREERZF I L L FRse
%#i%ﬁvﬁ/};\l%ﬁ&:}ijﬁﬁé&ﬁ 2o (RI8)- P #IRi7d
Fla-Bord el @b 2 gpdinaypr T2 FR% 2
O RFE O MR FIESOLAS B kA kiR NS
:tzk%}%#:ﬁf; < (classIll)~*® (classll)~ & (classl) B *&
Mg A Y R R E g EARE (RO Y L GEd d
PRMBERPN FRRS REF RIS TEL 285
%%&i&oyﬂ’ﬁiﬁﬁié%mﬁﬁr*%%‘§%$ﬁ
fed winhA&Z P RBESDERE#F A AREF o

14



Two Acts regulating regenerative medicine & cell therapy

Regenerative Medicine

* Two laws were enacted on 25 November 2014

All medical technologies using Production and marketing of
processed cells which safety and regenerative and cellular therapeutic
efficacy have not yet been established products by firms

The Act on the Safety of The Act on Pharmaceuticals and
Regenerative Medicine Medical Devices (PMD Act)*

It may be similar to Hospital exemption of

the EU or PHS 361 in the US

A F8:p AL L FRHMAA L F RS A SRR R

Rules for hospitals and clinics

High Risk (class 1)

Certified special committee

; - Provision (within
Hospitals / Clinics for regenerative medicine™ MHLW Health SCIEI'ICE CDIJI'ICI| P
opmlnn
O v E e evaluation M —_—
submission j
Plan Cha nge order
Lt r -
submission {Within 90 days)
Middle Risk (class 11}
Certified special committee
or remerartive madicine® MHLW
Hospitals / Clinics r regenerative medicine
E— .
O s evaluation
submission
Plan [ > Prowision
submission
*Certified special enmmittee for regenerative meditine is reguired to have highly specialized sereening expertise and third-
Low Risk {class III} party characteristics  (rowghly 10 to 15 certified special cormmittess for regenerative medicine across the country)
Certified committee
Hospitals ( Clinics for regenerative medicine MHLW
<> E— 25 f
i n
submission evaluation L
Plan [———— - > Provision
submission

A FO: ZRh'%eAB2IFE AT

S S8 : PMDA 48 Daisaku Sato 2 2016 4E 1 H 16 F3R{%E
( https://www.pmda.go.jp/files/000209780.pdf )
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(2) FERWX2-EF 7 i
4F§;§‘7§1§;}iﬁwh AR RERE
Fiefe s iple S0 212 p AR FRB-lwmre @A (& R

FEpRL L FREARL
LR SRR T

) e s TRAAT S wmre g e é—kgw‘%ﬂw 4~ (Good Gene,

Cellular, and Tissue-based Products Manufacturing Practice -

Consistent parts of the two Acts

GCTP = Good gene, Cell, Tissue based Product Manufacturing Practice

The Act on the Safety of PMD Act. (revised PAL)
Regenerative Medicine
Medical technologies using processed cells

{except dinical trials under PMD Act. ) Regenerative Medical Products
Manufacturer
[Lbcensed)

ey RN R R —— o
Cell Cell Cell i
processing = processing Processing :
B o o e e o i B B o B B o . ot e e s e ) e e e e e s o

HERWE

Transplant BEEME
cell product

2 J ElE

A B0 FRHIEE A SR &0l o faek s



(z) Fr@pERplR 2219 8% 2 HUsH

ORGER 2 FRFE P AT 2 FRASTT ST R
o 4r2015% 97 18 %8 F # ea TemCell 2 HeartSheet >
W £117 18P THEP AP LA g R FR R E LB o
HeartSheet % & » j& ¥ 32 B~ 5| HeartSheet pL 3 < 3K 5 1k » > %
B % 51476% p %5 TemCell — |1 +5 5 868,680 p % > & 7| f 42
91300 P o d S REEA TS o BRINA f R T 95135
WA B f% FAmEES fE

R L FRASLE T A 2 FILFIR Y PMDA

EFEwmPEET P AR S LAFHIASLF EESAIA
LA Es A i B

() A¥ABuEE 22piFrRIR
PAEAFREAFFAEL 24 ISRM - FIRM % B4 -
z@%#i%%i%ﬁﬁ%ﬁ%ﬁﬁﬁﬁ\?@%%@ﬁ%%@
TRETIHREHE AL L L p ALK RNERRE 4o FIRM
HRNpEREEXE s RE 2 AR R ELE LA
PRERAIR E7 5 ISRM AR & F R B o e AT FA1RS o K
Renfafay 4 FHLP AAER ) AL REYFE LR

LR FNAFHEAFRIFIASDLTRA

° A © HAEESCHIRET 2015 £ 11 A 18 H T EA AL & (RIRE A
( http://www.sankei.com/life/news/151118/1if1511180025-n1.html )

7 AJE  FIRM B 54805 (https://firm.or.jp/)

® Z<E ¢ JSRM B 54805 ( https://www.jsrm.jp/?lang=japanese )
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FREEEZEHP =2 FHIA
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L
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A RAE SR HT 2

8 PAEaE RS S i SRR L FRAEBEE
Vi1:3%p 2 FRhpmylRfFEi
% K 124 P A
128 = |FDA EMA MHLW/PMDA
fmPe ~ k| Human  Tissues, | Advanced L2FREAS
% 4c 1 % |and Cellular and | Therapy
Ay i1 Tissue-Based Medicinal
Products Products
AR AP ESEFR | ER PAFREUs
=
T & F % | Humanitarian Hospital FOEE S BTk
B| > 1 F | Device exemption® A B
i | AL Exemption
* | 92k & | Treatmentuse ~ | Compassionate B4 %};@e £ >
i%| B & | Emergency Use |use” N At A
Py| &7 IND ~ Single
Patient IND %
£ BT & Special i3 %‘é‘:}%‘ % >
Tk 3 Exemption® MR (R
S
TIEE SRR hHAPT VIR

. 'gcjzp_,.[:]_’ﬁ f,lb}gf—rt‘l 7 T&'&Fé%} }L)\],*]
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FRL.CERI REFF4oRd L B p WL ARL
iﬁi‘?ﬂﬁi%lr)%f;‘é (Platelet-rich plasma » PRP) ~ A B 5 ¥ F|F %t p &8
A #5 (Stromal-Vascular Fraction » SVF) % %5)%‘ Tad T3 & o
WA RFRAEEFLATEEL 2 FRIIERG A S LB
FAPEI I EFEL R FURRY CAFFREEIFL 6N
Foo FBRERTEFZ D A FRFIMREV G F e o ML 2

Fh®rm s FREMWEARD S 6% JTEZEEME T BRI

Bpid iz o dd BFECL FHRATER S BReAL 4
%&%ﬂio

(=) URXBCTPHE -AFELIFRIE22 EF- R
VoG F MR FRA LR ASE LR L

wRE LA FRPE AL FREF ST PR D
FRPTHA P A2 2 AR FREEY 25 RoFEEE
ERTTRIA ER G F R AR T AR T A IR R TR
# (Good Tissue Practice, GTP) % & » 14z i & F R PR
2 W AR - R o

104 # 10 1Pz ARPESF  OE| 2 BEERRL T
FOEURMAE IRy 20 Lo FH L BT OEFS RIS
Bp)z 7 FF 5L R4 (Pharmaceutical Inspection

Co-operation Scheme Good Manufacturing Practice, PIC/S GMP )#]
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fotis - K’/f B L GTP #h » 7= 2 3 & PIC/S GMP -

() AWBEAET X 2~ R%nhg 4 PRl 2884

PABd ZRSARG LG FEARTD REEET P
AR A FROAHAFLATRAET EEF R ARSI R ARF
oA gE S B RSP AEFRBRAT RS L ER TR
Bk R BK e o

V- 35 02016 ¥RE 2 FRnE RFEATE 2 L 5K
Mark Kirk~Joe Manchin #2 Susan Collins >+ 3 * 3 i the Reliable
and Effective Growth for Regenerative Health Options ( REGROW )
Act iz %% B2 1P kA0 F LR RS EAFHUSL D o
BEAR 2 e s BRI REL A %55‘3%52 B ( Alliance
for Regenerative Medicine ) *° ~ &% §% fn % 7 7 +5 ¢ (International
Society for Stem Cell Research, ISSCR) e 4 » e 443t % R4t
UERAL L P AR A FRATEE R OEPI S R RFHR 10
TR DR ERE R

BOTP RS A RS P R A R AR e

° ZcE © S. 2689: REGROW Act ( https://www.govtrack.us/congress/bills/114/s2689/text )
10 A3 © ARM B 54855 ( http://alliancerm.org/page/government-relations-and-policy )
MR ¢ ISSCR B EER
( http://www.isscr.org/home/about-us/news-press-releases/2016/2016/09/15/isscr-opposes-the-reg

row-act )
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http://www.fda.gov.tw/tc/includes/GetFile.ashx?mID=19&id=56588&chk=338c2b07-9150-457c-9db8-bf0fc37f5314
http://www.fda.gov.tw/tc/includes/GetFile.ashx?mID=19&id=56588&chk=338c2b07-9150-457c-9db8-bf0fc37f5314
http://www.cde.org.tw/Content/Files/userfiles/files/%E9%83%A8%E6%8E%88%E9%A3%9F%E5%AD%97%E7%AC%AC1021404509%E8%99%9F.pdf

() #FRFR LR LFIFITA LN

%8 Zom B ergrh g o Uik (F ek RE R E
AR LA BB RY R E R e KA P
FloBEEDNAZE c RS REE R EE

( International Conference on Harmonization, ICH ) -~ &% % 5.+

~-.
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